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mm i ] 
mm 3] 

mme) 

[If #£7] 

i KK^o^tfy, 

-CCRi , R, 4 ), (CH, )„ (CR, 3 R3. 4 )•, (0CH 2 CH, )„ OCCR, S R 14 )-, (CH 2 )„ CCR X 3 R, 4 ), SZ, 
-C0CCR, , |\ 4 ) n (CH 2 ) n (CRi j^J, (0CH 2 CH 2 ) n 0(0^ 3 R, 4 ) n (CH 2 ) ra (CR, 3 R, 4 SZ S 
-C0NR, 2 (CR, 3 R, 4 ), CCH 2 )„ (CR, 3 R, 4 ), (0CH 2 CH 2 ) n OCCR, 3 R, 4 ), (CH 2 ). CCR, 3 R, 4 ), SZ, 
-(Pki K 4 )i CCH, )„ (CR, 3 R, 4 ), (0CH 2 CH, ) n OGOCCR, , R 1 4 (CH 2 )„ (CR, 3 R x 4 ) n SZ, 
-CCR; , Rx 4 ) n (CH, )„ (CRi 3 Ri 4 ) x (0CH 2 CH, )„ NR, 2 GOCC^ 3 R, 4 ), (CH 2 )„ (CR, 3 R, 4 ^ SZ, 
-CCRx j Ri 4 )i CCH )„ CCR X jRu), (OCH 2 CH, )„ OCDNR, 2 (CR X 3 R x 4 ), (CH 2 .). CC^ 3 4 y, SZ, 
-COCCRi 3 ^ 4 X (CH 2 ). (CRi , R, 4 ) n (OCH 2 CH 2 )„ OCOO^ 3 R, 4 (CH 2 ) ra (CR, , R, 4 \ SZ, 
-COCCR, 3 R, 4 ) n (CH 2 )„ (CR, 3 R, 4 ) n (OCH 2 CH 2 )„ NR X 2 COCCR, 3 R, 4 X (CH 2 )„ (O^ 3 R x 4 ) n SZ, 
-COCC^ 3 Ri 4 X (CH 2 )„ (CR, 3 R, 4 ) n (OCH 2 CH 2 ) n OCON^ 2 (CR, 3 R 1 4 X (CH, ) m (CR, 3 R x 4 X SZ, 
-CONI^ 2 (Cl^ s R, 4 X (CH 2 \ CCRi 3 Ri 4 X (OCH 2 CH 2 ) n OCOCCR, , R, 4 X (CH, ) ra CCf^ 3 R x 4 X SZ, 
-CONRi 2 CCR, j Ri 4 )■, (CH 2 )„ CCR,^, ), (OCH 2 CH 2 ) n NR X 2 COCC^ , R t 4 ) n CCH 2 (CR X 3 R x 4 ) n SZ 

-CONR, 2 (CR, 3 R, 4 X (CH 2 )„ (CR t , R, 4 (OCH 2 CH 2 ) n OCONR, 2 CCR, , R x 4 (CH 2 )„ (C^ , R, 4 ) n SZ 

-CO-^e A/ * 'J J -X(OCH 2 CH 2 ) n SZ A -CO- e ^7vV -X(OCH 2 CH 2 ) n SZ, -CD-li ^ 'J vV -X(0 
CW.CH.XSZ, & «£ ^-CO-N-^ ;p <J v y -X(OCH 2 CH 2 ) n SZ N (^^^ ZfiH^ [iSR-eafe 

7^^r;H> L< \m®.T)V*)V$ iz\t 1~ l Gfa<r>jk%W.tt%-t L< }iS^7 
u-^^ ^(iWfj-e*^. ^LTR 12 (i^ fbtcH-e^i,^^^^, R 13 iSctOT^ 5&*H 
t^ifcJ±M*«9, L < ii l - l Oi^)R|g^^tt^M7;H;v, <b t < (i^ 
tetfc7^*;U"fe L< (i^7;V^;P, S^:(±7';-;V^gL^ IttO "b L< 1 - 1 0(7) 
SSfc-e* «9 . 0WilS["C*«5, f LTnli 2-100 Ot$4 e ) ?** 0 



C3) 



[it I] 




-CCR, j Ri 4 )i CCH, )„ (CR X , R, J, (OCH 2 CH, ) n OCCR, , R, A ), (CH 2 )„ (CR, , R, J, SZ, 
-COCCR, 3 R, 4 ) n (CH 2 )„ (CR, 3 R 1 4 ) n (OCH 2 CH 2 )„ OCCR, 3 R 1 4 ), (CH 2 ). (CR, 3 R, 4 SZ, 
-CONR, 2 (CRi 3 Ri 4 )i (CH 2 ). (CR X 3 R, 4 (OCH 2 CH 2 )„ OCCR^ 3 R, 4 (CH 2 ). (CR, 3 R, 4 ) n SZ, 
-CCR, 3 R, 4 ) n CCH, )„ (CR, 3 R 14 ), (OCH 2 CH, )„ OGOCCR, 3 R, 4 ), (CH 2 )„ (CR, 3 R 3 , ) n SZ % 
-CCR, 3 R, 4 ), CCH, )„ (CR X s R 1 4 ), (OCH 2 CH, )„NR 12 CDQO^ , R, 4 ), (CH 2 )„ (CR X 3 R, 4 ), SZ, 
-CCRi 3 Ri 4 )i CCH, )„ (CR X 3 R, 4 ), (OCH 2 CH, ) n OCmR 1 2 (CR, 3 R l4 )■, CCH 2 ). (CR l 3 R x , ) n SZ, 
-COCCRi 3 Ri 4 ) n (CH 2 )„ CCRi 3 R ± 4 ) n (OCH 2 CH 2 )„ OCOCCR, 3 R, 4 ), CCH 2 ) n (CR, 3 R, 4 ), SZ, 
-COCCR, 3 Rj 4 ) n CCH 2 ). (CR X 3 R 1 4 ), (0CH 2 CH 2 )„ NR, 2 COCCR, 3 R, 4 ), (CH 2 )„ (CR, 3 R x 4 ), SZ, 
-COCCR, 3 Ri 4 )■, CCH 2 ). (CRi 3 R 1 4 ), (OCH 2 CH 2 ) n OCONR 1 2 (CR, , R, 4 ) n (CH \ (CR, , R, 4 ), SZ, 
-CONR, 2 (CR X AJ, (CH 2 ). (CR, 3 R, 4 ), COCH 2 CH 2 )„ OCOCCR, 3 R x 4 ), (CH, ). CCR X 3 R, 4 SZ, 
-CONR, 2 CCR t 3 R, 4 ), (CH 2 ) ra (CR, 3 R, 4 ), (OCH 2 CH 2 ) n NR, 2 COCC^ 3 R, 4 ), (CH 2 ). (CRj 3 Rj 4 ), SZ 

-CONR, 2 (CR, 3 R, 4 ), (CH 2 )„ (CR, , R, 4 ), (OCH 2 CH 2 ) n OCONR, 2 (CR, , R, 4 >, (CH 2 )„ (CR, 3 R, 4 ), SZ 

-CO-^ * ij y -X(0CH 2 CH 2 ) n SZ, -CO-t: ^9yV -X(0CH 2 CH 2 ) n SZ, -CD- « 'J v 7 -XCO 
CH 2 CH 2 ) n SZ, £ Jitf-CO-N-j* f-^e^7->V-X(0CH 2 CH 2 ) n SZ, (^4- N ZttHSfctt 

SRT'^,^ x*i i ~ i o-iBo^ig^^^ri-sii^T^+^t ^Ji^ftJKr^^^-c^u 
> Rii^ii^wSfciiUft^ l - l oli^^M?^^rl-^||ttr;v^;v^ ^te 
titT^+^'fa-L < itffltkr n>* jis-c$> ij , i ~ i o ; l@<7)^^*^ri-*#-'fe L 
< fiS&7 'J ^ JiffislSS-cab *) , LTRx, tiin^TH-r^i> £ t R l3 

1-10 «9 , m(± l ~ l o <^)|gJfc-C2b -e LTnli 2 - 1 0 0 0 t^^ R 3 

R 4 -OCCCH 3 ) J 'bt<(±-C s H 5 ;-C^l9 ; R, f±HT~& ») , IMOiORimin 
H^, frft^ L< ti^i^r;H> L< Htx-xA'-C**), 4 fett^t-CNRioRiiO* 
(^+, Ri 0 *J:^Riittrac*»4fcJi*4*)^ H . l - l 0 

mtm 9 1 

S (I) : 
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[it 2) 




*k h, ttzMi-m^x^y), m±h, i ~ i omvjfcmw^z^-f&m 

^^ixiK^m-ttzim^^} , h, i~i o^a^tJS^^-r*^ **: 

ttJHKT**^ £ fcii l ~ l om^smW^^-f^M^ t < JiSiftTU-JV-c* 

SfctiSSttTA/^TifclK R4 li-OC(OU, 2£}±-^H s T~& 19, ^LTR 

-CCR. 3 Ri 4 ), CCH, )„ (CR, 3 R, 4 ^ (OCH 2 CH, )„ OCCR, , R, < ), CCH 2 )„ CCR X 3 R, 4 X SZ, 
-COCCRi 3^4), (CH 2 ). (CRi } R x 4 )t (OCH 2 CH 2 )„ 0(0^ , ^ 4 ) n (CH 2 )„ (C^ 3 R t 4 ) n SZ, 
-CO^ 2 CCRi 3 R, 4 ) n (CH 2 )„ (C^ , 4 ), (OCH 2 CH 2 )„ OCCR, , R x 4 ), (0H 2 ). (CR X , ^ 4 > SZ, 
-CCRi 3 Ri 4 )i CCH, )„ CCR t 3 R x 4 (OCH 2 CH, )„ OCOCCR, 3 ^ 4 ) n (CH 2 ). CCR, 3 ^ 4 ), SZ, 
-CCRiA,), (CH, ). (CR^R,,^ (OCH 2 CH 2 ) n NR l2 a)(CR 1 3R 14 ) 1 (CH 2 )„ (CR X 3 ^ 4 ), SZ, 
-CCRi 3 Ra 4 )i CCH, )„ (CR, 3 R, 4 )t (OCH 2 CH )„ OCONR, 2 CCR, 3 R, 4 ), CCH 2 ). CCR, SZ, 
-COCCR, 3 R, 4 ), (CH 2 ). (CR, j R x 4 )■, (OCH 2 CH 2 )„ OCOCCR, 3 R 14 ) 1 CCH 2 )„ (CR, 3 R, 4 ), SZ, 
-COCCR, 3 R, 4 ), (CH 2 )„ CCR, 3 R, 4 ) 1 (OCH 2 CH 2 ) n NR L 2 COCCR, 3 R, 4 ), (CH 2 )„ (CR, 3 R, 4 ), SZ, 
-COCCR, 3 R, 4 ), (CH 2 ). CCR, , R l 4 ) n (OCH 2 CH 2 )„ OGCM^ 2 (CR, 3 R, 4 ), CCH, )„ (CR, 3 R, 4 ), SZ, , 
-CONR, 2 CCR t 3 R, 4 ), CCH 2 ) ra CCR t 3 \ 4 ), COCH, CH 2 ) n OCOCCR, .R^), CCH, )„ (CR X , R x , ), SZ, 
-CONRi 2 CCRj 3 Rx 4 CCH 2 )„ CCR t 3 Ri 4 ) n COCH 2 CH 2 ) n NR, 2 00^ 3 R 14 (CH 2 )„ (CR, 3 R, 4 ) n SZ 

' -CONR! 2 (CR, , R, 4 ), (CH 2 ). CCR, 3 R, 4 ), (OCH 2 CH 2 ) n OCONR 1 2 (CR X 3 R, 4 ), (CH 2 ). (CR, 3 R, 4 ), SZ 

-CO-^6 )l> * 'J J -XCOCH 2 CH 2 ) n SZ, -CO-k" ^7'/V -X(OCH 2 CH 2 )„ SZ, -co-t° ^ i; v J -X(0 
CH 2 CH 2 ) n SZ£ X U-CD-H-* f-)V\£^y V J -X(OCH 2 CH 2 )„ SZ, (5$ + , Z{i Hi tz \t SRX& 
, Xii 1 ~ 1 Oi©R»*lt58t7)^JH L < IW7JH)K^^ Rj3i 

m{±l~l 0Og^T^l9> ^L-Cn{±2-1000T^4 o ) )©-fb#*o 

[H*«i 0] 

RxfiH, F, N0 2 , CN, CI, CHF 2 , CF 3 , -OCH,, -OCH,^, -NRg R 7 , * tz Ji-OR. 4 , 

[ffi^i 1] 



(5) 
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M*0Me, OEt, CU NOj,*fc»iCF I -C*a, 8 4 9 fc|E*<&fl:#*o 

[f&#« 1 2] 

R, »K R^^OMeT^t), -?■ LTRi " W*g 8 4 Wt 9 HE* 

3] 

l\£<£OTV>*^C^4£ii#l&l9, K N0 2% CN, Cl % CHF 2 , CF 3 , -OCH 3N OCH 2 CH 3 
, -NR 6 R 7 > 4 fctt-O*, 5fc»K Ri*J:O l Rr»4raC^4fcttft*iJ, #*H, i~i 

U(li»W)H^^ 4 fctti -10 

fcL<l4g|f #7* m$£8 4fcl4 9fc!5««5rt: 

Re fcJCTR, }4|W]£^4fcl4#|£i9, H, 4 fi 1 ~ 4 ^^tM-?*^f1-* 7 

mm 1 5] 

R 3 *P-CH 2 CHCCH, ) 2 t tz (4-CH=CCCH 3 .) 2 "Cab Z> W^M 8 4 tz 14 9 .C»«0<b#*o 
[ft*« 17] 

R, ^-OC(CH 3 ) 3 4fcl4-C,H 5 -C*>4, ft*« 8 4 fcli 9 fcfEftofll^&o 
[M&gl 8] 

R, j&«H % -C0CH 3I> -<DCH 2 CH J *J:O f -<30CH 2 CH l <H-C*4, 8 fcffi*©'fk#too 

9] 

R 2 -C0CH } , -OT^CH,* J: CMXXD^CH.CH, 9 KEftsMk^*. 

[»*a2 0] 

Rs 4 ti-C0NHCH 2 CH3 , -OONHCHj CH 2 CH 3 , -CO-=& ;V *t;y, -CO-£° ^ 7 ->V % -CO 

-M ^ 'J v / 4 (i-co-N-y f - ji/ 1: ^ 7 ->v -ei4!l*fl8 t ie«^k#!gj 0 

[S*^2 1] 

R, A S H, J fc f±-CONHCH 2 CH, N -CONHCH, CH 2 CH 3 „ -CD-*: )V * ij J % -CO-tT^ 7V*A -CO 
-tf^'JvV, 4£fi-CO-N-y ^;i/tf^9vVT-a>>^, If^S 9 fcEftolk^o 
2 2] 

? < fc t-o^C - 7#4fcl4C - 1 Office 'J xf U^^'J 

[!f#«2 3] 

3tN gf*«2 2^|£«<r)«#tt^J 0 
[SM2 4] 

#>;x.f-w$n; x-frtt&ig&tK m£*>L<ttfr&vt, 3r#«*> t < mmm 
Mx*$>z>mm±K$>z>, mm 2 2 Kim<vm%mm\<, 

[fll$£2 5] 
*«2 2 C|Sa©«Ifl&#14SiJo 

mm 2 6 ] 

§mra*a*£SJ^ ^££14, ^7f-^--tf^^g'tt4^(4x^r9 

2 7 ] 



(6) 
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[m*M2 8] 

-(CR* 3 Ri 4 )i CCH )„ (C^ 3 R, « ), (OCH 2 CH ) n OCCR, , R, 4 ), (OH 2 )„ (CR, ,R 14 ), SZ, 
-COCCR, 3 R l 4 ) n (CH 2 )„ CCR, , R l 4 ) n (OCH 2 CH 2 ) n OCCR, , R, 4 ), (CH, )„ (CR, , R, 4 SZ, 
-CONR, 2 (CR, 3 R, 4 ), (CH 2 )„ (CR, , Ri « ), COCH 2 CH 2 )„ OCCR, 3 R X4 ) 1 (CH 2 )„ (CR, , R, 4 ) 1 SZ, 
"(CRx 3 Ri 4 )i (CH, )„ CCR, 3 R, 4 (OCH 2 CH, ) n OCDCCR, , R, 4 ), (CH 2 ). (CR, , R, 4 ), SZ, 
-CCR^J, (CH,). (CR 1J R 14 ) 1 (OCH i CH 2 ) n NR 1J C0CCR 1 3R 14 ) 1 (CH,) 11 CCR, 3 R, 4 ), SZ, 
-CCRx 3 Ri 4 )i (CH )„ (CRi 3 Ri 4 ), (OCH 2 CH, )„ 0CDNR 12 (CR, 3 Ri 4 )i (CH 2 )„ (CR, 3 R, 4 ) 1 SZ, 
-COCCR, 3 R, 4 ), (CH 2 )„ (CR, 3 R, 4 ) n (OCH 2 CH 2 )„ OCDCCR, , R, 4 ), (CH 2 )„ (CR, , R, 4 ), SZ, 
-COCCR, 3 R, 4 ) n (CH 2 \ (CR, } R 14 ) 1 (OCH 2 CH 2 ) n NR 1 2 CDCCR, , R, 4 \ (CH 2 )„ (CR, , R 1 4 ), SZ, 
-COCCR, 3 R l 4 ), (CH 2 )„ (CR, 3 R x 4 ) n (OCH 2 CH 2 ) n OCONR, 2 (CR, 3 R, 4 ), (CH, )„ (CR, , R, 4 ), SZ, 
-CONR, 2 (CR, 3 R, 4 ), (CH 2 )„ (CR, 3 R, 4 ), (OCH, CH 2 ) n OCOCCR, , R, 4 ), (CH, )„ (CR, , R, t \ SZ, 
-CONR, 2 (CR X 3 R 14 ) 1 (CH 2 ) ra CCR, 3 R, 4 ), (OCH 2 CH 2 ) n NR, 2 COCCR, 3 R> « ), CCH 2 ). (CR, 3 R, 4 \ SZ 

-CONR, 2 (CR, 3 R, 4 ), (CH 2 )„ CCR X , R, 4 ), (OCH 2 CH 2 ) n OCONR, 2 (CR, , R, 4 ) n (CH 2 ). (CR, , R 14 ) 1 SZ 

-co-^e ;v * 'J y -xcocr, ch 2 )„ sz, -co-tf ^ 7 ->v -X(och 2 ch 2 )„ sz, -co-tr ^ 1; y y -X(o 

CH 2 CH 2 ) n SZ, ^ c tO ! ^0-N-y^;i,e^7vV-X(OCH 2 CH 2 ) n 5Z N (^if, ZJiHf 

xii 1 ~ 1 o-iao^^Sr^ri-sjK^TJi'+^i^jifl-K^TJv^^T**), Rfe <£ 

>K) L< {±ffl*5|r* 19, -tUTRt^iai^KHT^Sii^T*, Rxj JSctD^ {i|BJD 

fcJiS* >9H^ L < li 1 - 1 0H<75i£f Jli?£^-r&M7;^;K 5-^7^ + ^ 
il'<«7;v^r;K ifcii7'J-K*l), Mi ot tzit 1 ~ 1 0 <d&&-?$> 19 ^ m(i 
1-10 ^S^-C^) *? , nji 2 - 1 0 0 0 ) -C*4 0 

[^^^ 2 9 ] 

M!£^M;6m# s tz mm it« 2 2 k iBi<7)iffl^»^j 0 

[m*«3 0] 
[^*^ 3 1 ] 

^?n-t^ftSfcli*^7-C*4, »»2 2 Hffi«W«Hlfc*^Jo 
[^*^3 2] 

i8M^J^CD3^;^^#MWH^^-r^> 1113 l^M<7)«#tt^J 0 
[Sf#S3 3] 

mm 3 4] 

*fflmiS^J*M >^-7^n U^jfcjM:^ *jv^e>, tf^^>, ifiS?, =ra 
--liKS^ * fcfi f7>^ 7x'J M^tS 2 2 H|a«<7>fflll&*t*#Jo 

[SI*S3 5] 

h^, a y -> i u y liseg ST- 1 js x v 2 . jni/h*s mi-, *y- ymmm at* jw 

3 6] 

(A) 4?^< t i>—va)?**y><DC-7 $l$ tz&c-'mLK&^xtfVJ-^vyirv ?~ 
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(B) m&to K £ « * * V ^ - , tfftSU * (tJR^J 
[l!*8 3 7] 

. > ^ y a - LT*# - * 4 >fc tt ;v 7 * K£-£ 

[St*:® 3 8] 

3 9 ] 

WM3 6 KfBStoteSEfflgBJjfcfto 
[»*3B4 0] 

mm 4 1] 
mm 4 2] 

* y x f - u > y -j 3 - jv, ^ * # tr 3&£ *> s Tf B (7? £ frk & £ P ^ S#l $ at a 
&!*«3 6 I'M^te^fflM^o 1" 

"(CR, 3 K 4 ), (CH )„ CCR, 3 R, A ), (0CH 2 CH, )„ OCCR, 3 R, 4 ), CCH 2 ) B CCR, 3 R 1 4 ^ SZ S 
-COCCR, 3 R 14 ) 1 CCH 2 ). CCR, 3 R, 4 ), (0CH 2 CH 2 ) n OCCR, 3 R, 4 ), (CH 2 )„ CCR, 3 R, 4 ) n SZ, 
-CONR, 2 CCR, 3 R, 4 ), (CH 2 ) ra CCR, 3 R, 4 ) n (0CH 2 CH 2 )„ OCCR, 3 R, 4 ), CCH 2 ). CCR, 3 R, 4 ), SZ, 
-CCR„Ri4)i CCH.D.CCRx,^,), (OCH 2 CH 2 ) n OQ0(CR 13 R 14 ) 1 CCH 2 )„ CCR, 3 R, 4 ), SZ, 
-CCRi , R, A ), CCH, )„ CCR, 3 R, 4 ), (0CH 2 CH, ) n NR, 2 COCCR, 3 R, 4 ), CCH 2 ). CCR, 3 R, 4 ), SZ N 
-CCRi 3 R, 4 ), (CH, )„ CCR, 3 R, 4 ), (0CH 2 CH, )„ OCONR, 2 CCR, 3 R, 4 ), (CH 2 ). CCR, , R, 4 ), SZ, 
-COCCR, , R, 4 ), (CH 2 ) n CCR, 3 R, 4 )■, (0CH 2 CH 2 ) B OCOCCR, , R, 4 ), (CH 2 )„ CCR,. , 1^ SZ % 
-COCCR, 3 R, 4 \ (CH 2 )„ (CRi , R, 4 ), (0CH 2 CH 2 )„ NR, 2 COCCR, 3 R, 4 (CH 2 )„ (CR, 3 4 ), SZ, 
-COCCR, } R, 4 ), (CH 2 )„ (CR, 3 R, 4 ) 1 (OOH 2 CH 2 )„ OC0NR, 2 (CR, 3 R, 4 ), (CH, ). (CR, , 4 ), 5Z, 
-C0NR 1 2 CCR, 3 R, 4 )i (CH 2 )„ (CR, , R, 4 C0CH 2 CH 2 )„ OCOCCR, 3 R l 4 CCH, )„ CCR, , R 1 4 ), SZ, 
-CONR, 2 CCR, 3 R, 4 ), CCH 2 )„ CCR, , ^ 4 CCK» 2 CH 2 ) n NR, 2 COCCR, 3 R, 4 ), CCH 2 ). CCR, , R, 4 ) n 5Z 

-CONR, 2 CCR, jRj. 4 )i CCH 2 )„ CCR, , R, 4 ) 1 COCH 2 CH 2 ) n 0C0NR, 2 CCR, 3 R, 4 ), CCH 2 ). CCR, 3 R, , ), SZ 

-CO-^E )V * 'J y -XCOCH 2 CH 2 )„ SZ, -CD- ^7vV -XCOCH 2 CH 2 )„ SZ, -CO-ti ^ ij ->V -XCO 
CH 2 CH 2 ) n SZ, ^J:^-C0-N-p<f-;wt:^7->V-XCCKH 2 CH 2 ) n SZ (^+, ZfiHf {iSR-^ab 

^R, 2 Jil^IC^f fcji^&>3, i~i 0#<7)Ktif^^^1-?>^T;v^;v, 3«7;v 
^^HU (±^t;v^ju, 4fefi^s»tL< fii ~i o-ia^^JS^Sr^r-r* 7 y - 
^HKtill^f}, -e-LTRijtt^^HHTiaifc^g, R, 3 ^^^4 {±[^C 

*4fciij***>H<,L<tti~i Qm<DRmM**^rz>mk7)\s*)v, ^tmr^^-^ 

R<l±itTJ^JV, 4^JiT'J-Jl/T*i3, Hi 04^(ii~i 0«eft-e*i9, m(i 
1~ 1 0^&"C*«9, n}i2~ 1 0 0 Ot$S 0 ) T$>2> 0 

mm 4 3] 

fflfl&B^Js&^ftt ^{iK#7 * y y -c*4, 3 6 4 Ji 3 7 ^fS«or&* 

tM*^4 4] 

,1$S3 6, 3 7, 3 8 4fctt4 2 CESc^ifflilftc 
[Wt^4 5] 



C8) 



JP 2005-533026 A 2005.11.4 



W*M4 6] 
[SS*£4 7] 
[H*«4 8] 

ffll&iB^SI^M >^-7xn>, <;>*#-f^ US?, hp 

--fiJOTi 1 , lt(ih7>^7i'J>^4, 3 7 , 3 84fctt4 2£lB 

[»*S4 9] 

Kn^>, 7>Kny>«flJft, 4fcJi**-C*4, I«3 6 , 3 7 , 3 8Sfctt4 2 
[fit >t£i§ 5 0] 

m*M2 2-3 5<^^i7Hife«^«#«^^ 
[0 0 0 1] 

[ 0 0 0 2 ] 

/ujfi # - m ffl v> 4 iHrtt H IrI »t ft £ £ < cr> $ft£# 
tb?tLTV>4 (Sela et al, in Irrmunoconjugates, pp. 189-216 (C. Vogel , ed. 1987); 
Ghose et al, in Targeted Drugs, pp. 1-22 (E. Goldberg, ed. 1983); Diener et a"l, 
in Antibody Mediated Delivery Systems, pp. 1-23 Q. Rodwell , ed. 1988); Pieters 
z et al, in Antibody Mediated Delivery Systems, pp. 25-53 Q. Rodwell, ed. 1988) 
; Bumol et al , in Antibody Mediated Delivery Systems, pp. 55-79 (J. Rodwell, ed. 
1988), G.A. Pietersz and K.Krauer, 2 J. Drug Targeting, 183-215 (1994), R.V.D. 
Chari, 31 Adv. Drug Delivery Revs., 89-104 (1998), W.A. Blattler and R.V.I. Char 
i, in Anticancer Agents, Frontiers in Cancer Chemotherapy, 317-338, ACS Symposiu 
m Series 796, I. Ojima et al eds, American Chemical Society 2001) o J }• Y V*r^r 
-K J frVsy , K^rV;Hf5/>, IfV^'j^f-V, tf>7*9^f->, ^JV7r5 

yntttf, Jflivf- ^(Garnett et al, 46 Cancer Res. 2407-2412 (1986); Ohkawa 
et al, 23 Cancer Immunol. Immunother. 81-86 (1986); Endo et al, 47 Cancer Res. 1 
076-1080 (1980)), r 7 > (Hurwitz et al, 2 Appl. Biochem, 25-35 (1980); Man 

abi et al , 34 Biochem. Pharmacol. 289-291 (1985); Dillmari et al, 46 Cancer Res. 
4886-4891 (1986); Shoval et al , 85 Proc. Natl. Acad. Sci. U.S.A. 8276-8280 (1988 
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)X 4fcli*y 5 >»asukada et al, 73 J. Natl. Cane. Inst. 721-729 (1984) 

; Kato et al, 27 J. Med. Chem. 1602-1607 (1984); Tsukada et al, 52 Br. 3. Cancer 

111-116 0985))© Xik^W^ieVV-frttfrL X&fofrf- K $ fl fc 0 

[0 0 0 3 ] 

&fc&Z<D®,<Dffig&Z$ttm&fa£ & =fc t)m$mm*&frv tzZk Lambert 
et al, 260 D. Biol. Chem. 12035-12041 (1985); Lambert et al, in Inmunotoxi ns 175 
-209 (A. Frankel, ed. 1988); Chetie et al, 48 Cancer Res. 2610-2617 (1988)£#BB 

fcftfci^lW£14*jj*Lfc(R.V.J. Chari et al, 52 Cancer Res., 127-131 (1992), C. 
Liu et al., 93, Proc. Nail. Acad. Sci., 8618-8623 (1996), L.M. Hinran et al . , 53 
, Cancer Res., 3536-3542 (1993), P.R. Hamann et al, 13, BioConjugate Chem., 40-4 
6 (2002)) o 
[0 0 0 4 ] 

[0 0 0 5 ] 

±&comM'm~frfrk>h-f\ mms&i&frtMfyi'Sj FtLxmhnx^&mfo 

§ff|5,416,064-^-£<}: CFR.V.J. Chari, 31 Advanced Drug Delivery Reviews 89-104 (199 

8)) 0 mmz, mma&tiufr* h m^i^mmm^m^-io^mmx^ x t/mmi* 
*$b%m ^mmmm] t m.^ $ nx us c* m$m m 5 ,475 , 092^ j o»# n» ^5 , 58 

5,499f-) 0 
[0 0 0 6 ] 

*t V 9 9 -tr ;KTaxol : fgjSjg) (XMM#14S£n a D) , £ «t XT K-fe ? ? -t;v(laxote 

1 vmum* iifch-t, 7 vyvmM&znm-rzi® v*??*)^ 

[0 0 0 7 ] 

41**^:, = -9- ViOTIft 3 tifc (HI) 0 iDx.T, zidh<D9 

,340,701-§-*i0 f *S#fr»6,372,738^) o L*U £ *L <D 9 > li^fctfl" * ftffi 
l&Wffc^o Ifc^oT, fflflfeft^J (£tL^(iHS»Kfi*^0*»»ttT*4) 
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[0 0 0 8 ] 

tL^-7yn-^{±, LJf LtfPECfk(PBCylation)tlf tfJli^fcfcl^T, 0<75fiS£ 

4 fi#?£ t fS14*M& < , fSiarfk s-frafcfcfc^if aK-eo *'jxfu^-')3- jvS 

824,701-f-; R.B. Greenwald et al., 60, 3. Org. Chem. , 331-336 (1995), R.B. Greenw 
aid et al., 39, 3. Med. Chem., 424-431 (1996), A.E. Matthew et al., 35, 3. Med. 
Chem., 145-151 (1992)) 0 
[0 0 0 9 ] 

l tz # o t , >r > tr ^Tii in otetfc-f bo # %m*% < , l * <b , 

7k«|4 * if &fe S * £ # 'J J- f - U > ^ 'J n - >ujfc# £ ^ I" & * * ^ > SrJIttf 4 

[0 0 10] 

[0011] 

iJi&fcJrENE-fcflK&lttii, C-7& 4 tz Htc-uofc K *Ufi/^^ij3- ;i/<£# ilH 
Jfc*^tr^#^>*-^x.*ii:fcj:i9 3ijsfe$it, fi * > *jjfflJ|&iHf£rt!l 4 

[0012] 

h 0 

[0013] 

3* H J: V) £-*J ilife £ ti - W ± (?) * * ^ > £ £ *> *ffl Jfe#14*iJ » * 
(BM^W^It^-e^^^-^'J-V-, L < M^#J i £ltrtr?SMm^ 

[0014] 

Bill, *S#^»6,340,701^^ j: 0^6,372, 73*^fcfEtt3 ftT^*, <fc «5 tfcfcW ifc 
[0015] 

0 2 tt, fc&K <Z> *° 'Jxf 3- * * ^ > <E> & o j&» £ Ofl? j£ £ 

mSli, *mfi<V ***f > fc*OttiH«ftT?* & 10-7*7 -fc^/W** > HI 

[0 0 16] 



DP 2005-533026 A 2005.11.4 



[0 0 17] 

0«t^4ffi^#*^m#^W^ifflia*ttT?*&Cli:*^$*lTl/»fcCR.V.J. Chari et al , 
52 Cancer Res. 127-131 (1992); $ H#^||5, 475,092^- tffc#S#ft#5, 416,06 
4^,^6,340,701^33^^6,372,738^0. L*U < i ft < 

* ft & }§M4£ & JUT * £ M ti * m%-f z>v)\±%fc>tbx mMx$> iii 

£il^T~ ^*'JxfV^'ij3- * ii<7)X-m^ ZtlX^&?**f > 

# i± , g s fix v> «<7) * \z ft l Tti m iz m n x 'Mm * fa 9 * -9- y <ommmmm 
« (#ciin«a) > *4 frxmmmfc, m^mm^mm^ ^^mmmm, 

[0018] 

^JS#<a-gB-C*So ffS&^ffiSMrCJi, ^figfrJiv*/^* Kilig^J: »9 

[0 0 19] 

[ 0 0 2 0 ] 
Kbi] 




[ 0 0 2 1 ] 
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(D is XV s (2) jc^tidt^-c^*. H2H-3S^**3»*o«*ja51-o 
[ 0 0 2 2 ] 

l-^^^ttl^T^i, R, iiH, m^lRSlS, 09x.tf, F, N0 2 , CN, CI, CHF 2 , i> L < f± 
CF 3 Wx.W\ -<5CR 3 , -OCH 2 CH 3 , & L < li-OR,^* £ 

zix ^'ssxirMmzfrttzim**), h. myiasis, itztm?&^&^$> 

[0 0 2 3 ] 

Re fcJ:o% urac^ifciiftftij, K i ~ i o«^M^£^1-;i>fJi^ 

04g<^MT-£^t£tt&7U-JVT~&&£^T~£&<> Mi 1 ~ 1 Oli^tH^-* 
^1- a an*, t tz lisn* t ^ * ji^-c^b jit *«-e § & o 

[0 0 2 4 ] 

L< fiT 'J -;i<&-C* 4 o J?;gfc-NR,R / g<z>fl|fcf;i\ y^f;V7^, yxfjvr?;, 

-7701^7^, tiif^w^wi), ii-e, rf^jftfl-tt-au 

HftS fefi>f V^A/^V»i*^T** 0 Mi, Jf4L-<li, OMe, OEt, CI, F, N0 2 , f 
[0 0 2 5 ] 

2H#<&**!8*TMi, R 3 tt7'J-^4fciii ~ l ofl^W^tt^M, '5M£ 
tt<>L<»iatt7/u*A/"T?*a;:fcA«-ci, iff L<Mu -c^chcou^ -ch=ccoo 2 
*jtii-c J H 1 T?*a. 

[ 0 0 2 6 ] 

(i) -cii, Ri*«pbg— g-^rasisatT**?, m*k i~i o^^stifw 1 ^ 
nmRhO^jw^- h (^^> RiofcJ^RniiH, i ~ i omvBtxmttn-r&mft.* 

) T44£i:mi, xxtjw:ov>t, ffSfcfllfctt, -coch } , -coch 2 CH 3 is «fc Of -c 
OOHjCHjC^^^^o **A>-H:oi/>T, JfMftffilMtt, -C0NHCH, CH, , -CONHCHCH 2 
OH 3 , -CO-*;v*iJ y , -C0-e^9vV, -CO- tf^? y vV „ i fcli-CO-N-y f-;vt 0 ^9 

[ 0 0 2 7 ] 

*M°« (2) tj±, K,#PK-ttma&-?*>*). Ktmtztt^ni&M d) 

^££14*. ^ 7W- W£5e14S33 iff'xxf 7- 

[0 0 2 8 ] 

+f>li, **^7J:<7)fc Kn * U*°'J x^ v V 7 V 3 - ;Vfc $ *l* 0 

tKn#->JVS^ffflLT, $I;U±\ x~f->K x^f^K ttz&fi - h £ JfM L 

SS^ti, #';x^i^v^nj a~>U<B*<&fl<&*»fc»g3;fc*o Wit 
f£, x-rJK x^tJK 7^ K4 fclifc/w*;*- h^^rL#4 0 ^^liJg^*iHlft 

[ 0 0 2 9 ] 

-CCR, 3 Ri 4 )i (CH, )„ CCR, , R, 4 ), C0CH 2 CH, )„ 0(CR, , R, 4 ), (CH 2 )„ (CR, 3 R, 4 ), SZ, 
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-COCCR, , Rt 4 )-, (CH 2 ) ra (CR, 3 R 1 4 ), (OCH 2 CH 2 ) n OCCR, 3 R x 4 )-, (CH 2 )„ (CR, 3 R, 4 SZ, 
-CONR, 2 (CR, 3 R, 4 ), (CH 2 \ (CR, 3 R, 4 ), (OCH 2 CH 2 ) n O(CR 1 3 R l4 ) 1 (CH 2 )„ (CR, , R, 4 ) n SZ, 
-CCRi 3 R, 4 ) n (CH, )„ (CR X 3 R, 4 \ (OCH 2 CH, ) n OGOCCR, 3 R, 4 (CH 2 \ (CR, 3 R x 4 ) n SZ, 
-CCRi 3 R, 4 ), (OH, )„ (CR, 3 R, 4 ), (OCH 2 CH, ) n NR, 2 COCCR, 3 R 14 ), (CH 2 ) n (C^ 3 Ri 4 SZ, 
-CCRi 3 4 ), (OH, )„ CCR, 3 R, 4 ), (OCH 2 CH, )„ OCONR,, (CR,, R, 4 ) n (CH 2 ) ra (C^^, ), SZ, 
-CO^ } R, 4 ) 1 CCH 2 ) ra CCR, 3 R, 4 ) n COCH 2 CH 2 ) n OCO^ 3 R, 4 ) n CCH 2 )„ (CR X 3 R, 4 ), SZ, 
-COCCR, 3 R 14 ) 1 (CH 2 ) ra (CR, 3 R, 4 )t (OCH 2 CH 2 ) n NR, 2 C0(O\ 3 R 14 ) 1 (CH 2 )„ (CR, 3 R, , ) n SZ, 
-COCCR, 3 R 1 4 ) n (CH 2 ) m CCR, 3 R, 4 ) n (0CH 2 CH 2 ) n OCONR, 2 (CR, 3 R, 4 ), (CH, )„ (CR, 3 R, 4 ) 1 SZ, 
-CONR, 2 (CR X 3 R 1 4 ), (CH 2 ) ra QZR, 3 R, 4 ), (OCH 2 CH 2 )„ OCDCCR, 3 R, 4 \ (CH, )„ (CR, 3 R, 4 ), SZ, 
-CONRi 2 (CR, 3 R, 4 ), (CH 2 ) ra (CR, (OCH 2 CH 2 )„ NR, 2 CDCCR, 3 R 1 4 ), (CH 2 )„ (C^ 3 R, 4 \ SZ 

-CONR, 2 (CR, 3 R, 4 (CH 2 ) ra (CR, 3 R, 4 ), (OCH 2 CH 2 ) n OCONR, 2 (CR t 3 R x 4 ) n (CH 2 )„ (CR, 3 R, 4 ) n SZ 

-CO-* )V * V 7 -X(OCH 2 CH 2 ) n SZ, <0-fc^7yV -X(0CH 2 CH 2 ) n SZ, -CO-t: ^ V v 7 -X(0 
CH 2 CH 2 ) n SZ, ^Jr^-CO-N-y ^;Hi^7vV-X(0CH 2 CH 2 ) n SZ (j^, Z{±Hf ^fiSR-C^) 

»k xfii~i bm<vRm^*%t&mkT)v*)v$tz\±fr®&T)\<*)\<x"k*), r&z 

vr 12 imcfritzttm**) » i ~ 1 0^MSfJI^£^T&M£7;v*;v, 53«7;v 
* ;v 1> L < JiSR^T ^ * jv , f fi^S^ & L < «S^7 «J-;vtL< l±m%Mx-$> *j , 
^■LTR!,^^ ^HHT^^i t^"e§, R 13 iSctJ/R,, Jil^D^tfcJi^^ig, H^L< 

o ^K^-c^) >9 , mi 2- i oooti&o ) -e&So 

[0 0 3 0 ] 

S'lft^7Jl'^r;K7)6n|^(±, -fy.T'ntijV, ^;/fjK tert-7*-^;V, >f 

[0 0 3 1 ] 

[0 0 3 2 ] 

Sm7'J -;K7)M^{i, 7)W^;uS-C, Br, F<7)J: i^n^y, - h nj6, 7 

^^^cdco J: -) ^7 'J -;p^^ 3 ^,-&o 
[0 0 3 3 ] 

tttH'j;, t'^'JvV, f^7yV, W-ptf;ve^7yV, tfn-'JJl', f'Jy';i/, 
[0 0 3 4 ] 

? *lti» 4 ip-7*7 * f - ^* ^ > lire* * o * ii«o*(&fl] 

fffet-E^^tJ-T^iCOjima et al, D. Med. Chem. 39 , 3889-3896, (1996), Ojima et 
al., 40 J. Med. Chem. 267-278 (1997); I. Ojima et al., 96 Proc. Natl. Acad. Sci. 
, 4256-4261 (1999); I. Ojima et al . ,$B4$ f^5,475,011-t £ ct ^il#fr*5, 811,4 
52-t) 0 
[ 0 0 3 5 ] 
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iBSELfcfci, lx io- 12 ~ 3xio- 9 mmm<Dic, 0 (Dm^^tt^m^^o 

[0 0 3 6 ] 
[ 0 0 3 7 ] 

TlSg-T^o flfrM^t: FD^y)^, OTTO?) 'J f^y-/ 7f> (4 

±f|0jima et a1) 0 *v»-C, *f £> *U> 7 n * -> K7-*>£, JISJKftlgS Jtfc^*- 

t it fiVf - # Ws>t&*KJ&2-£Z>ZtK£*)*?-fritz\t t' V v ^ v 7> ;V 7 -f K£ 
[0 0 3 8 ] 

>^jW<*>#£TT\ v^;u7^ K--£#HJ*3£*;rr***#*->-PK;fcEi6 
[0 0 3 9 ] 

A549, i: h a«Sf^MCF-7 % £> «£ tFBurkitt's 'J > Aj8^ltanalwa4> X 9 * i fl h 

1 lt/7t, PEGfb^^V^f Kl 7fi. MCF-7« KELTIC, 0 «**6. 3 x 10" 11 M"C& "9 
> S»T#t6^**o PBCffc^ + V^f Kl 7fi> A-43ia^»LT«-JiB-r**-PKHta 

Q 0 = 3.3 x 10" 10 M) 0 PBGffc**y>f K2 0 fci^fbb^U MCF-7«^ftU IQ„ 
{(#3.2 x 10" 10 l*T&& 0 
[0 0 4 0 ] 
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[0 0 4 1 ] 

■f) > k Mfcfc L< fi££k rtn/ft ; JMftffitt (Oi, V.T. & Morrison, S. 4 Bic Techni- 
ques, 214-221 (1986), Raag, R & Whitlow, M. 9 EASER ]. 73-80 (1995), Reiter, Y. 
et al. 14 Nature Biotechn. 1239-12145 (1996)) ; *7 ?m* (#S#Sf £4,816,567 
•f) ; sFv, Fab, Fab\ J: tfFCab'), <D X 7 &£l#<7>7 y ? * > h (Parham, 131 3. I 
frmunol. 2895-2902 (1983); Spring et al , 113 3. Immunol. 470-478 (1974) Nisonoff 
et al, 89 Arch. Biochern. Biophys. 230-244 (I960)) ;^fy^7iD> ($lx.fcf> 
ay 0 , y) IL-2, IL-3, IL-4, IL-6c7) I $ %V > 4> ; 4 >^ TRH (thy 

rotropin releasing hormones; ?tfc|ftj|i!iaj[*;i/^ >Jfctti*;i/*>), MSH (melanocyte-st 
inflating hormone : i|&S§fl&$!|jf£*;v^>X ^fn>f K*^^ (Wx.lf, 7>Kny 
V*x* js xify) <7)£i ftfcfy^ey ; |t^<7)J; ? & tf^ 5 > ; EGF, TCF- a % VEGF, PDC 
F\ FGF , ICF-1, IGF-2, Wf^j'fy, C-CSF, M-CSF& «fc LP'CM-CSFCO <fc 9 fcfifcfi 
J: ^nn^-jjnjJUta^OSurgess, 5 Immunology Today 155-158 (1984)) ; is J: Tf Y y V 
7i'J XO'Keefe et al , 260 J. Biol. Chem. 932-937 (1985))^5&*&& 0 
[0 0 4 2 ] 

u-t)vtm, *fctt*<Dz>yy*> Y*mftt ztnt. mmm 
%m<7>£ 1 4m^o*4Sujs, iMi, ^-nv*, nmit-k'yj ivy., ^M^ti 

Ji, sFv Q£tt£Mh1Btt), #Hk r sFV<&7 7 - S> ?>f 7? tf, Gr 

iffiths et al., *S#ft- 1^5, 885,793-^; McCafferty et al., WO 92/01047; Liming et 

al. , W0 99/06587#ra) o 

[0 0 4 3 ] 

^e/ ^n-t;V^#MY9(i, CD33feLJf Cfl^Kl^^LO.D. Griffin et al 8 
Leukemia Res., 521 (1984)) Lfriifetemfotfi&&ft&&&&.ffiOWL')K&tf& «fc ? £CD 

4J±^X5lS^-e*l9, -etL[iB|fflm±-eCD19tn;JI^|±^L1-S(Nadler et al, 131 J. 11 
nmunol. 244-250 (1983)), IMSWBW fctf, ^-Hodgkin'J >AK-«HfttV 

#N901|± , *5 «fc tfW & |*| frifcE H (7) ^ <7) ffe (7?® ftftijfe j| tB £ *L & CD56 

IWS^X^; ^n-^-;HgG 1 ^(Roy et al. 3. Nat. Cancer Inst. 88:1136-1 
145 (1996) ) 0 
[0 0 4 4 ] 

If frfcMf ±^B<9?£H&i3 J: tfWikvyfz&y * LXm^^&^U.m<D^m<Dtz)sb^imx 
[0 0 4 5 ] 
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SlisJWHIJIkO**, mm£&M£LT*ti?tix.Ahur> (*>L< fix* Mi^>< 
[0 0 4 6 ] 

<d PE&ft: * * ^ > t m^^j t <7>m&mi , & *rt>> * * * </> k n 

l&3*L«v>r*L^Sff*i!effl LTWlSo *S»»5,416,064^£ j: 
& 5 ,475 , 092-^- K ^ < C7?|t £ tlT & <> PEGfk ^^-/x^rJ^ 1= , 
»7 5 fcfi»££tt3iB&*:frLTffi#£ fcfi**MI&o 

ffll&B^SJfciliB 3*4 citric 4^ PEGft**-9->x7 > x;i'£^7'f- ^ 

-££ir LT«il-£#J natjgl" 4 o 
[0 0 4 7 ] 

, IMIB? (KF)-PEOfb-^^-9->, aCF- tf )-PEG<b-^^^>. (FGF)-PEGf k-^ ^ 
>, (PDGF)-PECtfk-? ^ > , pt 5x>jjfflfl&flaj!*;i/* >CMSH)-PEGft:-^*-9->, (ICF-1) 
-PEGf b-^ * -tf- > , (IGF-2)-PE&ft;-? * ^ 7 % (V7f7?f> )-PE&f k-? * *T 7 , TO 
Mfl^Ji^7CT5H)-PEC^k-^^7 % h >-PE&fk-^ ^ 7, ixfny>i 
{Rfr-PBGfk-**-^, 77 Kn^7-PEGfk-**-»f 7, 7 7 Kn^ 7^#-PEGfk-?* 

■9-7, £ZnWL-?Kfc-?**yyx~$>z> 0 

[0 0 4 8 ] 

tfi:^. iiL#7 9^V 7 7 B n-r>r 7fc L< li^7"f- K*;^^ 7°n7M7kL<fi 
^7°^ mga^J;^^|i!ff)7nf^ 7^PEGfk-?*^7^#:j;j:, ^ftjc^feK «t 
!9 [WIHIH L-C^^-T^o ^7'^ h'&£V1fcfo*, N--9" -7 jr. = -7 ;i/ 3-(2-fc° ij -7 

;Vvf-^-)7°n KSPDPX N-^y- v~ = -7;i/ 4-C2- 1: 'J -7 )Vyfi)^V?;x- 

h (SPPX 4-^ y" -> - = frtf~)V- a -J ^-)V-a -(2-fc: 'J j^/'f^ )- J* )V 

-X.7(SMPT)> N-^^ v- ^ -7;w-3-(2-(£'J v ;l/ ~7 *) 7*?- W KSDPBX 2-^?yft 

§4 0 Carlsson et al , 173 Biochem. J. 723-737 (1978); Blattler et al, 24 Biochem 
. 1517-1524 (1985); Lambert et al, 22 Biochem. 3913-3920 (1983); Klotz et al, 96 
Arch. Biochem. Biophys. 605 (1962) ;£ X V s Liu et al , 18 Biochem. 690 (1979), Bl 
akey and Thorpe, 1 Antibody, Iirmunoconjugates and Radiopharmaceuticals, 1-16 (19 
88), Worrell et al Anti-Cancer Drug Design 179-184 (1986)#Mo r 9 LTfNSSft 

M-e£4 0 

[0 0 4 9 ] 

* f Mb -e £ & o f£ m -c § ^> itr i e * ;v ^ > m <o n a , 3-C2- tr y v ^ v f - * ) 7" n ^- > s , 

3-^f;Vyf^7'n;r/f, 4-(2-t: 'J -^yf*M>^ i 0*3-7 x. xjVv'f- 

7"n;O|^j 0 c-i7ttKn^yS«xxfMk(t >f )\>$ n 

T ^ lfi6 T § 4 o £iR ^ i> ii I) O * Ofl&O^ 7. f tffif^J (Has 

lam, 36 Tetrahedron 2409-2433 (1980)) o ftf|$ tLTl/^S 4 tz UStlif-* - 

-g-^7> Kn^vifcMtx* hny>*^^7-f K-4 ^l±^^-;v^PEGfk^^^ 
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ratty* ^74 K^tttat K^^^sit^-eH, *v>-e, vtjv 

mff)*7A^n7h^77^ -SfcliHPLCfcJ: ^IMf^o 
[0 0 5 0 ] 

<D£ 1% mnm&M M&fo It. t^n-t^Mt^y;5-/jm''J v ;v - ->* ^ * 7° 
n fcf # * - h (SPDP)-e^ttl-S £ t tJ: & «fc 9 «t 19 if M 3 ti& (Carlsson 

et al, 173 Biochem. J. 723-737 (1978)) 0 # £> frit** M 'J -7;VS£\ f-^- 

A3*iTv>jt*;U7fc KU /Hfcfc iSPEGfb^^-9-yor 1 ; -;p-^^--;PoS®S3fet 
[0 0 5 1 ] 

J: 1 r»M EDTA^-^l-SpH 6.5(^)0.1 M'J >»* V 77-*, 1 

mg/mlK^yf* t: 'J v ^MfM^7&£, f-* - ;V^PEGfk * > tfcltJ (1.7 

ttfcj: "9^~^-1"S t, l]2 0 WT'^TtJo Sephadex G 

-25$ fcliSephacryl S300<7) * 7 A *fit ^^liiCJ: >9 , M U jfcRESMS&fc «fc tf* 
-Otoffi5H=-ftt)®£|&< o l&fcdH^fcflfcfiteSJtfc^w**^^*, 230 
nmfcj:tf275 nmjcij »t 4iR3eiJK<^Jt$*ai^1-* £ t »c J: U ftSTg 4« 1 fjvftfri^ £ 

[0 0 5 2 ] 

i3s^§4v^^*^oftL#-PEGtb^+-9->a-e'#'()iifi-c§4o tmz, ^e^is 

h(SMCC), TOV^-SMCQ , B1-7W5 K^W^-N-fc KD^yt^y-? Ki7,TJV 
(MBS), *;i>*-MBS£fcJiH}-? 5 ^ jt ,_ 3 _ ]f 7 ^ t ^ h(7)ct ? ^^M^ffl^T^ 
t£U 1-1 O-ISWRjSS^iSXTliSo Yoshitake et al, 101 Eur. J. Biochem. 395- 
399 (1979); Hashida et al , D. Applied Biochem. 56-63 (1984) ; £ <£ Liu et al , 18 

Biochem. 690-697 (1979)£#H8 0 ^ttfctifc £ f- * - * S 

JfcS-fr, IM^Mt^, aSlfffcJ:*^ J fctt Sephadex G-25 i>L<\$Se 

phacryl S-300# 7 A £J§-*-$*;v«tiSfc J: >9 flMT^ 

[0 0 5 3 ] 

SEfflKfr, i/:lif^)7 7y'^^F^ ^ * - )l>$& PEQit T ^kgl" £ (1. 25^ 

^ii/vW? Kl)o ^HSJK-C-«S^JfeSr>f >4ra^- ht&, Si/ft- 

SflfKJ:*^, S fcJJ Sephadex C-25 t < {iSephacryl S-300# 7 A fcifr*-** 

^atsfcj: ^fiMtSo ltm^tz*) i~i cfi^^^f-y-v^jtig^^So 

[0 0 5 4 ] 

I/- KSMCQ-c, #t#:, f fcti 7 7^ > h £^t££-£. 7W5 K3fe*#A-U >fc 
[0 0 5 5 ] 

Namaiwa ^HL-60c7)J; ^ ^^-ifttt^i:MTl> PEC^k;? ^-^ >£ J: Xf^fLh <D&fc 
&&4t0>BSfeM&i:^ Coldmacher et al, 135 .3. Immunol. 3648-3651 (1985) tEft? 



(18) 
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tlX^Z k&*) cDifflM5ilffl^<7)igj^jE(back-e>ctrapolation)il J: l?t|IJ3g-C§S 0 SKBR 
3^A431c7)J; ^^f^ei^^^-r^ffll^tt^, Goldmacher et al, 102 ]. Cell Bio 
1. 1312-1319 C1380U|B«$*LT^4J(;SttttKCclonogenic assays) J: $ £ 

[0 0 5 6 ] 

CB)gg£ifcfcSH£-?£2>*-v'J"V^ f ^liKMS-^tfo ■ 

[ 0 0 5 7 ] 

Mfc, #S&9!li, «M«^^{ilIWfflia*^1--i>«^aia«t4*<7)±^»# 
[0 0 5 8 ] 

iS^^'J^-, &XV/*tzli:K8MvWK\t. (D&l mg/ml~25 mg/ml 

MfiLfif7JU75 Lfc^Dulbecco's U 7 7 (P 

H&7.4) , (2) 0.9%&&fc(0.9% w/v NaCIX £ £ tf(3) 5% (w/v)r** Fn-^f^ 
><&J: $ ^fet^kSI^Tween 20^ i 1 fc&SeftSI & 0 

[ 0 0 5 9 ] 
[0 0 6 0 ] 

^JKifflJII&S:l^*1-*ifc-c**o flta J: $ UTff ? dt* J -c§* 0 -tffl&fc.fU&i 

tio 4y*^^~isay<Dm&&±mm<DiEmt£&yF, 1-**?^, K-X|±, ^ds^k 

[ 0 0 6 1 ] 

n h3-;i/ffflj±^TWii»J-e*ao (bolus) t LT 

> 4iSB^ ill 14x.So — Ei£^-*t±5 - Hralt h JUL* 7 7* 5 >*jfiJpLfc5 0 
-1 0 0m 1 Ol^im+HAili, K-5-*Wt, &WkMtv>im&5-MV) 10m 
~ 2 0 0 0 m g X*% >9 #4 (100 ng ~ 20ng/kg /H?)$£ffl)o 4 M^j&ff, lU&fc® 

-@i$tiiLt«fit?ti»iH s tn 0 k#* 



CIS) 
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[0 0 6 2 ] 

Mfi I tz HI * 4 y tr # t tz it x -y * * tr iatA s otjlf? tL# § 

g««<7)f!i^(i, sl«. hjm^, mm 

g£&&^; FF^tS^g^. WIMgfBlfi. <kK**tt*B^ £ J: c/#f!M*§ 

[0 0 6 3 ] 

*m 

[0 0 6 4 ] 

-f > e h n -ea * o t; h MMjfc Jg J| * fflfM 1" * II* o v> T If ft 1" & d t T § & 

I^Namalwa (Burkitt's 'J W?Jg)£ N d a P> ^t^^«#'ft<7>iF ffi<7) fc* Kfcffl-*- 
Sc 7 2f$fM&£lfc^KffftU iS@^*f-C«lfl&<75&#7 7^->3 >Srffl05e1-&o A5 
49 £ J: a n E£ ^(plating efficiency) L CGoldnacher et 

al, 102 J. Cell. Biol. 1312-1319 (1986)), Namalwa^j&g § gjffijE fc J: V) frffith (G 
oldmacher et al , 135 J. Irrmunol. 3648-3651 (1985)) 0 ^X*. IQ .-ft* C <DT- 9 

[0 0 6 5 3 

Electrothermal^S^fflv^Tii^^zIiJ^L, HIIEfc Lfc*>o fc„ Bruker AVANCE400 (40 

MSH|W-r*PPirp*-&"i-4 0 Bruker Esquire 3000-;/ * fA £M LT7^x^^ p;i/£*§ 
fco Hitachi U1200fr^j£ftT^1«lK7^7 MVfcfESLfco Beckman Coulter -> 
XtA GOLD 168 RT^M^aitf* i^VYDACMC-lS^yA^H^TtBeckman Coulter GO 
LD 125>/*rA£{£ffl LTHPLC£frofc 0 Analtech GF -> V tWVTLC 7>- htSS? 
D7^77-f - Zftotzo 777ya*7A^B7^77-f-(?)y , J * ;w tt Bake r 

ETT'*^y7AHK'j7 K±«I^t:J:^/VfJV7^^5 KfeJ:^f;i'*W7 
5 K£$&»3-£fco ^<7)^<7)f$fflL^?§^^«^aS/t{±HPLC^mfiofco 
[0 0 6 6 ] 

7,10,13-Tri(triethylsilyl)-10-cleacetylhaccatin III (2) 

»,N-y^fjV*J^7? KCDMF, 8 mL)«4?<7)10-DAB Q) (2.64 g, 4.85 rrmol)£«fc 
XfJ 5^V*-;VC1.65 g, 24.3 irmoDwSftK, ^ n n h 'J xf^>? > C4.89 mL, 29.1 
rrmol)^ MUX-mm^itmLXmtWLtzo Rj&fi^to*afi'C4 8f$M«#U m 
x^;K300rnL)-C^Lfco *§ <b Jtfcil^ *&ft7 V*-7 A C100 mL x 3), 

TkCioomi), 7*7>f ^aoo mD-eft&u &*§6»^*->7 a±^$£*S3-**\ 

H 7 At«fiU fifeHft*^fcC4.08g. 95%) 0 

mp 187-18913; l H NMR(C0C1 } ) * 0.65 On, 18 H), 0.99 Cm, 27 H), 1.11 (s, 3 H), 1.18 
(s, 3 H), 1.64 (s, 3 H) , 1.87 (m, 1 H), 1.97 (s, 3 H), 2.08 (dd, J = 15.2, 8.8 



(20) 
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Hz, 1 H), 2.21 (dd, 3 = 15.1, 8.2 Hz, 1 H), 2.27 (s, 3 H), 2.51 (m, 1 H), 3.84 ( 
d, 3 = 7.0 Hz, 1 H), 4.13 (d, 3 = 8.3 Hz, I H), 4.27 (d, 3 = 8.3 Hz, 1 H), 4.40 
(dd, 3 = 10.5, 6.6 Hz, 1 H), 4.92 (m, 2 H), 5.18 (s, 1 H), 5.61 (d, 3 = 7.1 Hz, 
1 H), 7.44 (t, J = 7.3 Hz, 2 H), 7.57 (t, ] = 7.3 Hz, 1 H), 8.07 (d, 3 = 7.4 Hz, 
1H); 13 CNMR (CDC1,)£ 4.7 , 5.2 , 5.9 , 6.9, 10.4, 14.8 , 20.5 , 22.4 , 26.3 , 37.3, 
19.8, 42.4, 46.8, 58.2, 68.3, 72.6, 75.4, 75.7, 76.6, 79.5, 80.7, 83.9, 128.5, 
129.6, 130.0, 133.4, 135.7, 139.3, 167.1, 169.7, 205.6; m/z LC/MS, C 4 7 H, 8 0 10 Si, N 
a + : ftJIfit: 909.48; ^Iljfjt: 909. 28 0 
[0 0 6 7 ] 

7,10,13-h >; CY 'Jxf;v->ij jL 0-2-x^>V*-f fr-lO-TTlii-lVAjjJ- y III (3) 
-lOt-e^THF (80 mL)4>^2 (1.43 g, 1.59 irniol)<7)^v£K x h;i/i>C1.9 mL, 65% 

wt)4><7)Red^iYi^^^[iL, sjSrl^^^6o^H-iorr»L^ 0 ffcm%4tT>*-v 

£@#£#fcCL.21 g, 97%)o 

mp 68-70 "C; X H NMR (CDCI, ) <? 0.57 (m, 18 H), 0.94 (m, 27 H), 1.11 (s, 3 H), 1.55 
(s, 3 H), 1.87 (m, 1 H), 1.88 (s, 3 H), 1.94 (ra, 1 H), 2.00 (m, 1 H), 2.12 (s, 
3 H), 2.47 (m, 1 H), 3.42 (d, 3 = 6.6 Hz, 1 H), 3.80 (d, ] = 6.6 Hz, 1 H), 4.31 
(dd, 3 = 10.4, 6.5 Hz, 1 H), 4.50(d, 3 = 9.0 Hz, 1 H), 4.57(d, 3 = 9.1 Hz, 1 H), 
4.63 (s, 1 H), 4.89 (d, 3 = 8.3 Hz, 1 H), 4.91 (m, 1 H), 5.08 (s, 1 H); 13 C NMR 
(CDC1 3 )<J 4.7, 5.1, 5.8, 6.7, 6.8, 10.5, 14.4, 20.5, 22.3, 37.3, 40.3, 42.5, 58 
.1, 65.0, 66.3, 72.6, 74.6, 75.7, 77.9, 78.5, 81.9, 83.7, 126.8, 127.4, 128.4, 1 
35.9, 138.9, 169.6, 206.3; m/z LC/MS, QoH,, 0, Si, Na* : ftJMt: 805.45;£#fi& : 805 
.33 0 

[ 0 0 6 8 ] 

7,10,13- > y x^jP (HJ xf jk> ij ;i/)_2-7»^>y>f ju_2-(2,5-v^ h 3f ->^>vV 
^)-10-7»7-bf-;W-f*f"> III (4) 

h)Ux.y (4 mL)i£<7)3 (366 mg, 0.468 mmoIX 2,5-y^ h *->£j§»#BK892 mg, 4.9 m 
mol), DCC (1.0 g, 4.9 mmoIX ^^m'n'JyV fc"'Jv> (10 mg, 0.07 rnnol 
£ 24P#Hfl 6ffC L fco ^ * * > * <a4096ffj-».xf- )V £ M L TUCH «fc ij £ * 

-?-L7to ISCi^m M^A^t>t^2 0%Mxf-^lOmLT'«U ffi- 

*H NMR (CDCUa 0.60 (m, 18 H), 0.90 (m, 27 H), 1.13 (s, 3 H), 1.16 (s, 3 H), 1 
.64 (s, 3 H), 1.88 On, 1 H), 1.94 (s, 3 H), 2.13 (s, 3 H), 2.22 (m, 2 H), 2.35 ( 
s, 3 H), 2.43 (m, 2 H), 3.76 (s, 3 H), 3.78 (d, 3 = 7.1 Hz, 1 H), 3.85 (s, 3 H), 

4.24 (d, 3 = 2.0 Hz, 1 H), 4.27 (m, 2 H), 4.35 (dd, 3 = 6.4, 10.4 Hz, 1 H), 4.8 
8 (d, 3 = 8.0 Hz, 1 H), 4.96 (t, 3 = 8.0 Hz, 1 H), 5.15 (s, 1 H), 5.60 (d, 3=6 
.4 Hz, 1 H), 6.91 (d, 3 = 8.9 Hz, 1 H), 7.02 (dd, 3 = 8.9, 3.4 Hz, 1 H), 7.38 (d 
, 3 = 3.4 Hz 1 H); m/z LC/MS, C 49 H, 2 0 l2 Si, Na* : ffttftjft: 969.50; &SMfc: 969. 39 Q 

[ 0 0 6 9 ] 

2-7 , ^>W;l/-2-(2,5-y^ f^v^vM^lO-lO-xT-tf-JW^^ >III (5) 

k'U v>-7-b h x >• y ;K1/1, 30 mL)+^4 (-400 mg)?) fc$fcfcHF/t£ 'J -7X70:30, 

u mmmm\&mm2o mi x 2)* ^^(20 mu-^&u fc*sicBh?^*->*A±-e 
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$g*3i^ I^t8|U 2-x^> y*^ fl/-2-(2,5->^ h^v^>vV;V)-10-xT-tr 
C5)££fe@#£ LT#£C198 mg, 21*1^62% M) c 

J H NMR CCDG,),? 1.09 (s. 3 H), 1.12 (s, 3 H), 1.77 (s, 3 H), 1.83 Cm, 1 H), 2.0 

6 Cm, 4 H), 2.15 Cs, 3 H), 2.27 Cm, 2 H), 2.58 Cm, 2 H), 3.81 Cs, 3 H), 3.89 Cs, 
3 H), 3.93 (d, J = 6.8 Hz, 1 H), 4.18 Cd, 3 = 2.0 Hz, 1 H), 4.24 Cm, 1 H), 4.33 
Cm, 2 H), 4.92 Cm, 2 H) , 5.30 Cs, 1 H), 5.62 Cd, 3 - 6.8 Hz, 1 H), 6.93 Cd, 3 = 
8.9 Hz, 1 H), 7.06 Cdd, 3 = 8.9, 3.4 Hz, 1 H), 7.38 Cd, J = 3.4 Hz 1 H); m/z LC 

/MS, C^hUQ^Na*: tt#fc: 627.25; »fit: 627.31, 
[0 0 7 0 ] 

7- h y xf )v ~s D )P-2-f"< y vM ;v-2-C2 , 5-y ^ h + -> ^ y */j ;i/)-lO-x 7 -fc f - >w* 
111(6) 

|g*DMF C4 mL)tfO±fE^«t $ (' LT#fc5 (86mg, 0.139 irmoDjs J: M ? *V-/K4 
Omg, 0.556 rrmoDMH, ^nu h 1; xf^-> 7 >(70 ^ L, 0.420 rmio"l)£- N 0*CTftlt 

50nOT?#«ltfco *V»T, fi-fr**^kTV*-^A*»*C25 mL x 2), 7*7^(25 
mL)Ti£&U !S*ttfi7n^niTS*?t ^^mfflL^o 

*§fc(87mg, 88%) 0 

l H NMR CCDC~I 3 )£ 0.54 Cm, 6 H), 0.90 Ct, 3 = 8.0 Hz, 9 H), 1.02 Cs, 3 H), 1.08 ( 
s, 3 H), 1.72 Cs, 3 H), 1.86 Cm, 1 H) , 2.10 Cm, 4 H), 2.13 Cs, 3 H), 2.22 Cm, 2 
H), 2.43 Cm, 1 H), 2.58 Cs,, 1 H), 2.72 Cm, 1 H), 3.78 Cs, 3 H), 3.86 Cd, J = 7.1 

Hz, 1 H), 3.87 Cs, 3 H), 4.25 Cd, J = 2.0 Hz, 1 H), 4.29 Cm, 2 H), 4.35 Cdd, 3 
= 6.4, 10.4 Hz, 1 H), 4.84 0>r t, 1 H),4.91 Cd, 3 = 8.6 Hz, 1 H),5.13 Cd, 3 = 2. 
0 Hz, 1 H), 5.56 Cd, 3 = 6.8 Hz, 1 H), 6.91 Cd, 3 = 8.9 Hz, 1 H), 7.04 Cdd, 3 = 
8.9, 3.4 Hz, 1 H), 7.37 Cd, 3 = 3.4 Hz 1 H); m/z LC/MS, Q 7 H s 4 0, 2 SiNa* : tfiMt: 
741.34; fflgMi 741. 39 0 

[0 0 7 1 ] 

7- h ij if - )V v V ;V-2-x^ y W ;l— 2-C2 , h * -> ^ > V*>f ;V)A;*7 > III C7) 
^THF C7 mL)^<756 C87 mg, 0.121 mmol)<£>|§ifcfc % W 0-70^ L, 0.170 rnnol ) + <7) L 
iHMDS$r-40tJT^|^$rfflV>T»L7t o -4Cfc-C5#roif#U ftfcKilSLfcMTt 
f-;VC12^L, 0.170 nmol)*JniL*:o -W^mWfe, WCT - * A ^^§MC5 mL 
)-CKJ6*#lL$*, v^nnM ?>(10 mL x 3)f|lHL/:o ftta*^^*?*, 

U«fflt4'>'J iJf)Vfs ^A-CJfffiU 7tS-feH#t LT^fcC70 mg, 77% 

«) 0 

X H NMR CCDC1 3 )S 0.55 Cm, 6 H), 0.91 Ct, 3 = 8.0 Hz, 9 H), 1.06 Cs, 3 H), 1.18 C 
s, 3 H), 1.70 Cs, 3 H), 1.72 Cm, 1 H), 1.86 Cm, 1 H), 2.15 Cs, 3 H), 2.17 Cs, 3 
H), 2.22 Cm, 3 H), 2.49 (m, 1 H), 2.61 Cs, 1 H), 3.80 Cs, 3 H), 3.81 Cd, J = 7.1 

Hz, 1 H), 3.88 Cs, 3 H) , 4.28 Cd, 3 = 8.4 Hz, 1 H), 4.31 Cd, 3 = 8.4 Hz, 1H), 
4.44 Cdd, 3 = 6.4, 10.4 Hz, 1 H) , 4.84 Cbr t, 1 H), 4.91 Cd, 3 = 8.6 Hz, 1 H), 5 
.61 Cd, J = 6.4 Hz, 1 H), 6.43 Cs, 1 H), 6.93 Cd, 3 = 9.2 Hz, 1 H), 7.06 Cdd, 3 
= 9.2, 3.2 Hz, 1 H), 7.37 Cd, 3 = 3.2 Hz 1 H); m/z LC/MS, Q 9 H 5 , 0 13 SiNa* : |f#fg 
: 783.35; ^ilHfi: 783. 36 0 

[ 0 0 7 2 ] 

7-C h 1; xf ij ;v)-2'-( MM V 7°u \i ;]/-> '9 /U* # ->)-3'-f7 * - JV-3"-C>f V 
7f-^)-2-f^>W ;v-2-C2,5-->V h *->^>V>f ;i/)-l0-T-tf-^-K-fc^^ -fe/K9 
) 

KiSTHF C7 mL)t£<7)7C70 mg, 0.092 irmol)£ J: V s p - y ? ? A 8C52 mg, 0.13 rnnoDo 
-40C "trTHF (0.13 mL, 0.13 rmD"l)^<7)1.0 M LiHMDS«^^Ju L, #£>ft£it 



C22) 
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»*ft»if-^d5 ml x 3)-eatBL^o M&ynZ&fr't, v"7 AJiTlg 

*H NMR CCDGJ^ 0.55 (m, 6 H) , 0.91 (t, 3 = 8.0Hz, 9H) , 1.11 (m, 27 H), 1.20(s, 
3 H) , 1.23 (s, 3 H) , 1.37(m, 10 H), 1.69(s, 3 H), 1.72 (m, 6 H) , 1.89 Cm, 1 H), 
1.98 (s, 3 H) , 2.15 (s, 3 H), 2,17 (s, 3 H), 2.17 (s, 3 H), 2.34 Cm, 1 H), 2,49 
Cm, 2 H), 3.74 Cd, 3 = 6.8 Hz, 1 H), 3.80 Cs, 3 H), 3.96 Cs, 3 H), 4.27 Cd, 3 = 
8.0 Hz, 1 H), 4.41 Cm, 3 H), 4.75 ft, J = 8.0 Hz, 1 H), 4.88 Cm, 2 H), 5.34 Cd 
, 3 = 8.4 Hz, 1 H), 5.67 Cd, 3 = 6.8 Hz, 1 H), 6.07 ft, 3 = 9.0 Hz, 1 H), 6.45 C 
s, 1 H), 6.93 Cd, 3 = 9.2 Hz, 1 H), 7.05 Cdd, 3 =9.2, 3.2 Hz, 1 H), 7.29 Cd, 3 
= 2.8 Hz 1 H); m/z LC/MS, Q 0 H, 5 N0 17 Si 2 Na* : ftHfit: 1180.61; **|Jfit: 1180.47 o 
[0 0 7 3 ] 

7-C h 'J xf - ji/ -> 'J ;b)^2'-C MM V 7°n tf «) * v)-3'-r*7 * - V 
-fr -)^-2-T^y W ;v-2-C2,5-7^ h *z/s<y y>f AO-K-fe ? y- -fe;K10) 

x;?y -;Kl-5 mL)4><759 C36 mg, 0.031 rnnol) GO N K^y^^y^-f 

Kl^-Kl mD^in^Tto EJS&£££-r«#U ^*^>4><7>40%i:®x^;i,£{£ffl L 
TTLQlJ; 19^^-^- LfcC21®H) 0 lB#«m, TLQc J: fcJ&%^T Lv MTVt^ 
9A^SJ7fc-WC10 mL)£ffl^TRl&£#itL£ 0 imx^;K10 ml x 3)Tr*S£»aiL 

^MkMi/lO^feHfri: LT#£C19 mg, 57%) 0 

X H NMR CCDC1 3 ) <J 0.56 Cm, 6 H), 0.92 ft, 3 = 8.0 Hz, 9 H), 1.11 Cm, 27 H), 1.22 
Cs, 3 H), 1.23 Cs, 3 H), 1.38 Cm, 10 H), 1.69 Cs, 3 H), 1.72 Cm, 3 H), 1.78 Cs, 
3 H), 1.89 Cs, 3 H), 1.93 Cm, 1 H), 2.18 Cs, 3 H), 2.32 Cm, 1 H), 2.44 Cm, 2 H) 
, 3.81 Cs, 3 H), 3.82 Cd, 3 = 6.8 Hz, 1 H), 3.96 Cs, 3 H), 4.25 Cd, 3 = 2.0 Hz, 
1 H), 4.29 Cd, 3 = 8.0 Hz, 1 H), 4.34 Cdd, 3 = 6.4, 10.4 Hz, 1 H), 4.39 Cd, 3 = 
2.0 Hz, 1 H), 4.42 Cd, J = 8.0 Hz, 1 H), 4.76 ft, J = 9.2 Hz, 1 H), 4.89 Cm, 2 H 
), 5.11 Cd, 3 = 2.0 Hz, 1 H), 5.34 Cd, J = 8.8 Hz, 1 H), 5.64 Cd, 3 = 6.4 Hz, 1 
H), 6.13 ft, 3 = 9.0 Hz, 1 H) , 6.94 Cd, 3 = 9.2 Hz, I H), 7.06 Cdd, 3 = 9.2, 3,2 
Hz, 1 H), 7.29 Cd, 3 = 2.8 Hz 1 H); m/z LC/MS , Q 8 H, , NO, e Si 2 Na + : ftlffil: 1138. 
60; 1138.43. 0 
[0 0 7 4 ] 

15-t: Kn^r->^,7,10,13-T S 7* 9 r ij >#tert-7*f-;Vx^x;VCll) 

^#L&/6^300 mL <7)i&7k"mRc80mg CO. 0025 mol)<7)#Ji^h ij ?A&J;tn28 mL<7) 
r F7Xf vy^-'J n-;K0.94 moD^iD^ fc 0 tf^A^CHLfcf, tert- 
•7*f-;U7* 'J 1^- K24 mL, 0.33 mol)^Jnx.^ 0 SfiT20^Kil#Lv 8 mL (7)1.0 M HC 
l-e+WLfco *£*Ti#!&£|£^ a^^*-7*7^ >C250 mL)* S Ifxf 

M3 x 125 mLD-cJfttb L?to «^£^fc-£> > C100 mL), ^TvJtClOO mL)"C^ 

77.13 g C73a0oM»*#fc o 
X H NMR: 1.40 Cs, 9H), 2.49 ft, 2 H, 3 = 6.4 Hz), 3.59 - 3.73 Cm, 18 H) 0 
* SeitzjS J: tfKunz^ , 3. Org. Chem. , 1997 , 62 , 813-^826*1 Lfc 0 
[ 0 0 7 5 ] 

15-7*n^E-4,7,10,13-r h yt^^f^y 9^fs y^tert-y'i-)VJL^y- ;K12) 
1 mL^iJ v>^c7)±T'#^^7tllC1.0 g, 3.11 'ninol)^ OtTflo < >3 

I n V > b V 5 KC0.116 mL, 1.22 imol)*Jir*.fc 0 
j$L, -ew^-CTLC^J: >)gJ£«:SS73*rt:o RJfcM 4 3 ^tJcC25 mL)£ftg\ ^f-l^ 
KC3x 25 raL)4>C^««S'ttiBLfco tjlftSt^fe*, b U -7 A C25 

mL), 75^ >C25 mL)-effij£U «7^y^A±t»?^ 

«t*fc*Lfco JlS^^ffliSatftSxfj^fffltJy'jAmSIIL, 400mg 



C23) 
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X H NMR:,? 1.37 (s, 9H), 2.43 (t, 2 H, 3 = 6.4 Hz), 3.40 (t, 2 H, 3 = 6.4 Hz), 3. 
53-3.61 Cm, 12H), 3.64 (t, 2 H, J = 6.4 Hz), 3.74 (t, 2 H, J = 6.4 Hz); 13 C NMR: 
27.90, 30.13, 36.06, 66.68, 70.17, 70.31, 70.32, 70.39, 70.46, 70.99, 80.22, 17 
0.65 o 

* Bradshaw et a"l., 3. Het. Chan., 1990, 27, 347-349©D?jELfc^JHo 
[0 0 7 6 ] 

15-* h^,7,10,13-r b ^-V^O 9 7% ^tert-T^Jl/X^f- M13) 

7 7^nHAmber1ite ^^->^^tfIgIRA-400(Cl- #) (1.3g, CV ©4.94 nmo"l)£A*l 

, 8 mL MeQH*fci§#LfcNaSH H 2 0 (0.218 g, 3.9 imDl)*«*a#L*#*>AlI*.fco U# 10 
fW^tElt^iii*), 1.5 mL CO MeOH+©jg» h V xf^7 5 > (0.180 g 

, 1.30 2 mL ©Me0Hcp<7)±feT~f§£ 12(0. 500 g, 1.3 rtmol) 

U £i&-Cl85ra»#Lfco #B§£iltS LT|&§, 30 mL ©0.5 M HC 

LTftSUx-JI'fcteffll-* v'J #WCifS£U 250mg (6C%K30©f-* - ;bl3£# 

X H NMR: 1.41 (s, 9H), 2.46 (t, 2 H, 3 = 6.4 Hz), 2,85 (t, 2 H, 3 = 6.4 Hz), 3.55 
-3.62 (m, 12 H), 3.64-3.71 (m, 4 H); 13 C NMR: 27.98, 36.14, 38.27, 66.77, 69.51, 

70.25, 70.27, 70.39, 70.41, 70.48, 70.52, 80.36, 170.77; MS m/z, ftftffi: 361.17 20 
, 361.94 0 

[0 0 7 7 ] 

15-C* f - )V ~J f- * )-4, 7 , 10, 13-r Y7***rs<y9 7-hy $£tert-7*f- Jl/x^f;v (14) 

8 m\?>^9 y -)V&±Xfl ml © NaH 2 P0 4 (0.5 M, pH 7.0)^015-* 7° h-4, 7, 10, 
13-r h7:*^^>?r^>iltert-7*f7l/x*rM13, 440 mg, 1.30 mmol)^, 6 ml 

Si0 2 h^7 7 -f -(2:1 Et0AcA\^-9-y)TliSaU 33 

6mg (6730©gf£fl^&14£#fc o 

1 NMR (CDC%) 3.71 (m, 2H), 3.60 (m, 12H), 2.88 (t, 2H, 3 = 6.7 Hz), 2.48 (t, 2H, 
3 = 6.1 Hz), 2.40 (s, 3H), 1.43 (s, 9H); MS 407.1 (M+Na)' 0 30 
[0 0 7 8 ] 

15-(^f-;bv*f-*)-4,7,10,13-r h y**^s<y?7* >$K15) 
10 rrfl©->*^ uuj 9 y^vylS-U f- ;u-7f-^)^,7,10,13-r h9* + t^>?7'*> 
8tert-7*f-^x^f-;K14, 335 mg, 0.872 nrnoDul ml © J- V J: ^2.0 

ml© h 'J 7;i/*nft«*iJDx.^o -#ArT ?M-^t>£l0 ml© F*x>tfUL 

, jfcl&S-frfco MUi>(3 x 10 ml)-e=||]&3fg3&3-fr N 145mg C5130<&«fE'ffc# 

l H NMR (CDC1,) 3.72 - 3.64 (m, 14H), 2.87 (m, 2H), 2.61 (t, 2H, 3 = 6.1 Hz), 2.4 
0 (s, 3H); MS 351.07 (M+Na) + 0 
[0 0 7 9 ] 40 
7-a i; xf)VyiJ ;i/)-2'-Q i; -f V 7°n k")Vy'J ;V#*~/)-3'-7*7 i-JP-3'-(<f V 
7*-f -JlO-2-r^> JV-2-(2,5->V h + ^vy>f ;V)-10-(15-p< f-;Vvr^-4,7,10 

jj-uy?vi) KC0.5 mL)ff J O±IB-C#7t:10(9 mg, 0.008 rnnol DMAP (1 mg 

), *J:tr»15 (10 mg, 0.03 mnol, 0.5 mL ^fvv^ny fcO)*fll;L 
fee i©fi#*tDIC (0.015 mL, 0.08 mro! ) £ Jp x. % 

$ t>iZl mg 60 DMAP t 0. 015 mL© DKfcflp 3 &K2H MlfttfLfc. SSTLfcfc, 
M7>*x 7 A|&a7)C?|I(10 mL)-?Rj£££ifcU ^fP^O'j K(10 ml x 3)+fc 

mmitzo am m&mtvm'* j*±-?nm2-t. ^tmu:o % 50 



(24) 
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, SfeHfti LTPECfb£)£^16£#7tC5 mg, 46?Q 0 

X H NMR (CDCl,)* 0.56 On, 6 H), 0.91 (m, 12 H), 1.11 (m, 21 H) , 1.20 (s, 3(0,1 
.22 (s, 3 H), 1.27 (m, 3 H), 1.38 (s, 9 H) , 1.56 (s, 3 H), 1.69 (s, 3 H), 1.72 ( 
s, 6H), 1.75 (s, 3 H), 1.90 (m, 1 H), 1.99 (s, 3 H), 2.17 (s, 3 H), 2.36 (m, 1H) 
, 2.42 (s, 3 H), 2.51 Cm, 2 H), 2.74 (m, 2 H), 2.91 (t, 3 = 6.8 Hz, 2 H), 3.21 ( 
br s, 1 H), 3.66 (m, 12 H), 3.75 (t, J = 6.8 Hz, 2 H), 3.81 (s,3 H), 3.82 (m, 2 
H), 3.97 (s, 3 H), 4.28 Cd, 3 = 8.0 Hz, 1 H), 4.42 (m, 3 H), 4.76 (t, 3 = 6.4. Hz 
, 1 H), 4.88 (m, 2 H), 5.35 (d, D = 8.0 Hz, 1 H), 5.67 (d, 3 = 6.4 Hz, 1 H), 6.0 
7 (t, D = 8.8 Hz, 1 H), 6.46(s, 1 H), 6.94 (d, 3 = 9.2Hz, 1 H),7.06 (dd, 3 = 9.2 10 
, 3.2Hz, 1 H), 7.30 Cd, 3 = 2.8 Hz 1 H); m/z LC/MS, Q 0 1\ x , NO, l Si 2 S, Na + : ftlffil: 

1148.72; ^IJ-fi: 1148. 48 0 

[ 0 0 8 0 ] 

3'-f7x-^-3'-W v fT - JlO-2-r ^ > W ;i—2-C2,5->V F + y^yyV JVO-10 
-(15-^t ^ ;u v f - * -4 , 7, 10 , 13-r Y<7***ys<y 9t*1] J 4 ntl-Y-k? (17) 

k''Jy>-7-feh-f'JJKVl, 1.5 inUif <7>±&16(5mg, 0.0035 rrmol)c7)}#^H0 < C-eH 
F/e'Jv^(70:30, 0.1 mQfcJnx., #P>*L^ii^«:^atfi**7& t P>24l^|fflJft#Lfc 

2)T«U ^r«eSr#fc*T, *<5mL)-effi#U ^*St»v V * A ±Tl£^£ •£ 

SSU fifeHfti LT*&£jjfc|&17£#fc(2.7 mg, 68*0 o 

l NMR (CDCIJa 1.25 (s, 3 H), 1.28 (s, 3 H), 1.38 (s, 9 H), 1.69 Cs, 3 H), 1.72 
Cm, 3 H), 1.75 (s, 3 H), 1.87 Cm, 4 H), 2.17 Cs, 3 H), 2.35 Cm, 1H), 2.42 Cs, 3 
H), 2.54 Cm, 2 H), 2.81 Cm, 2 H), 2.91 Ct, 3 = 6.8 Hz, 2 H), 3.08 Cbr s, 1 H), 3 
.24 Cd, 3 = 6.8 Hz, 1 H), 3.66 Cm, 12 H), 3.75 Ct, 3 = 6.8 Hz, 2 H), 3.81 Cs, 3 
H), 3.82 Cm, 2 H), 3.95 Cs, 3 H), 4.16 Cd, 3 = 8.8 Hz, 1 H), 4.29 Cd, 3 = 8.0 Hz 
, 1 H), 4.34 Cm, 1 H), 4.41 Cd, 3 = 8.0 Hz, 1 H), 4.72 Cm, 2 H), 4.93 Cd, 3 = 8. 
0 Hz, 1 H), 5.35 Cbr d, 3 = 6.0 Hz, 1 H), 5.66 Cd, 3 = 6.8 Hz, 1 H), 6.16 Ct, 3 
= 9.0 Hz, 1 H), 6.32 Cs, 1 H), 6.95 Cd, 3 = 9.2 Hz, 1 H), 7.06 Cdd, 3 = 9.2, 3.2 

Hz, 1 H), 7.30 Cd, 3 = 2.8 Hz, 1 H); m/z LC/MS, Q , H„ 1 N0 2 1 S, Na* : tf-JMt: 1178.4 30 
7; $flMfc: 1178. 39 0 

[0 0'8. 1] 

2'-C MM V 7°n M ;u-> 'J * vO-3'-r 7 * - ;v-3'-C-f y 7*f- > yM 
;V-2-C2 , 5->' * Y^z/sOyj -t)V C18) 

x?y-;K9.0 mL)4 , ^5%iaa?§?8[*, 10C86.4 mg, 0.0774 mmolJKO'C t?i|}x. *:<, & 

*A*$$-r5:j££1$jJb3-£, @^m^f-^C25 mL x 2)TjfcJb Lfco gj-Rjc-f /U 

Jf£^fr-£, *C25 mL x 2)-?»U iM^^I-/^ AlT«?^ 

A-Cffiiat^o LT4jS!fel8*m(tU^(61.5mg, 79%) 0 40 

*H NMR (CDCl s )$ 1.08 Cs, 27 H), 1.23 Cs, 3H), 1.36 Cs, 9 H), 1.58 Cm, 1 H), 1.6 
7 Cs, 3 H), 1.70 Cs, 3 H), 1.76 Cs, 3 H), 1.82 Cm, 2 H), 1.88 Cs, 3 H) , 2.16 (s, 

3 H), 2.31 Cm, 1 H), 2.50 Cm, 2 H), 3.17 Cbr s, 1 H), 3.79 Cs, 3 H), 3.85 Cd, 3 

= 6.4 Hz, 1 H), 3.95 Cs, 1 H), 4.18 Cm, 2 H), 4.29 Cd, 3 = 8.4 Hz, 1 H), 4.37 C 
d, 3 = 2.0 Hz, 1 H), 4.41 Cd, 3 = 8.4 Hz, 1 H), 4.74 Ct, 3 = 9.0 Hz, 1 H), 4.90 
Cm, 2 H), 5.17 Cd, 3 = 1.6 Hz, 1 H), 5.32 Cd, 3 = 9.2 Hz, 1 H), 5.65 Cd, 3 = 6.8 

Hz, 1 H), 6.10 Ct, 3 = 8.8 Hz, 1 H), 6.93 Cd, 3 = 9.2 Hz, 1H), 7.05 Cdd, 3 = 9 
.2, 3.0 Hz, 1 H), 7.28 Cd, 3 = 3.0 Hz, 1 H); m/z LC/MS, Q 2 H^NO^ SiNa + : ff-Jftft: 

1024.52; gftHjg: 1024. 31o 

[0 0 8 2 ] so 



(2 5) 
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2 '-C h 'H v 7°n M )V -7 -7 )-3 '-t 7 i - ' -(>f y^r- ^ )-2-r ^ 7 W 

)W2-(2 , 5- v p( h 4r v ^ 7 W ;b )-7-(15-p< f - /u S J* :* -4, 7 , 10, 13-y; h5**-9-^7? 
f * y >f ;v)-K-t? * -b;K19) 

>>f V7*n'J KC0.9 mL)4 3 <0_h$18(22.8 rag, 0.0229 mmol), WC (8.73 mg, 0.0475 
mmol)^ iOTJMAP (2.79 mg, 0.00229 rtmoD^ii, * + Vy>;u <J K(0.1 mL)4j<7)_h& 
0)15(7.5 mg, 0.0229 mmo1)^jDx.fc 0 Sfi-e-fcN, T, SJSSft**^ Lfco f&fl&ffcT 
7*~7A*Y#$T^j££^jJLU jrff-V^tnj K(25 mL x 2)^ttttbU/Co «S 
tKC15 mL x 1)«L, liM7n-/^iiT«€, K^tili 

fitii^ £fifc&19(9.4 mg, 0.007 mmol) ffl^*<7)ft3§ilfi 18(11. 3 mg, 0.0113 rrrnol) 
i*#fco ^^7*n<J KC0.9 mL)+Kfti5MMJ£, EDC (4.3 mg, 0.0226 rnnol) is J: 
CFDMAP (1.4 mg, 0.0113 rnnoDi; &KWMffi2-£tz 0 *?ls>jru*) K(0.1 mL)i£<7)±& 
(7)15(3.33 mg, 0.01 itmoD£j[|;U £fi-C72l$BN, T. Lfc„ ±&LfcJ: 

?fcLT£jjfc®19£fl|tfJU f|S£U »<7)7^V3 7i^:b-£7t(15.3 mg, 51 ?0 O 
J H NMR(CDC1 3 )^ 1.10 (s, 27 H), 1.23 (m, 6 H), 1.37 (s, 9 H) , 1.68 (s, 3 H), 1.7 
1 (s, 3 H) , 1.87 (s, 3 H), 1.92 (s, 3 H) , 2.16 (s, 3 H), 2.33 (m, 2 H), 2.41 (s, 

3 H), 2.51 (m, 4 H), 2.89 (t, 3 = 6.8 Hz, 2 H), 3.20 (br s, 1 H), 3.65 (m, 16 H 
), 3.74 (t, 3 = 6.8 Hz, 2 H), 3.80 (s, 3 H), 3.95 (m, 4 H) , 4.31 (d, 3 - 8.0 Hz, 

1 H), 4.38 (d, 3 = 2.0 Hz, 1 H), 4.44 (d, 3 = 8.4 Hz, 1 H), 4.76 (t, J = 9.4 Hz 
, 1 H), 4.90 (m, 2 H), 5.28 (s, 1 H), 5.33 (d, 3 = 8.8 Hz, 1 H), 5.48 (dd, 3 = 7 
.2, 10.8 Hz, 1 H), 5.65 (d, 3 = 6.8 Hz, 1 H), 6.11 (t, J = 9.2 Hz, 1 H), 6.94 (d 
, 3 = 9.2 Hz, 1 H), 7.07 (dd, J = 3.2, 9.2 Hz, 1 H), 7.28 (d, 3 = 3.2 Hz, 1 H); 
m/z LC/MS, C^H^NO^SiW : ftJMt: 1334.61; »fit: 1334.59, 

[0 0 8 3 ] 

3'-r*7 * - fc-¥<4 v 7*x - ;w)-2-f ? ^ y vM ;w2-(2, 5-7 * Y * *s« y vM ;iO-7- 
(15-y f ;v-7f-^--4,7,10,13-f h 9 # ^"F ^< 7 ? r # / 4 JiO-F-fe? * -b;v(20) 

N 2 7\ ±x£ool9 (15.3 mg, 0.01166 rnnoD^ \£ >J -7 7-7 -fc r — r V MV1, 2.0 mL)H 
»#3tffco HF/t: 'J v 7 (70:30, 0.16 mDfcOt-Cijflx., SfiKfi*>fcj& l &24fl*MRl61& 
*«#Lfc<, ffrfllflt®*^ h V 7 A*^^Ej££#lt?-£, ft«^M20 mL x 2) 
+ K8ltfiLfco 7jt(15 mL x 1)T»U faMWlj- h 'J-)Ai« 

->'J*^*?AT»8U 20£#rc(11.8 mg, 87.5 ?0 o 

X H NMR (CDG 3 ) <J 1.24 (s, 6 H), 1.38 (s, 9 H), 1.69 (s, 3 H), 1.74 (s, 3 H), 1. 
88 (s, 3 H), 1.92 On, 1 H), 1.93 (s, 3 H), 2.17 (s, 3 H), 2.32 (m, 2 H), 2.41 (s 
, 3 H), 2.50 (m, 4 H), 2.9 (t, 3 = 6.8 Hz, 2 H), 3.10 (br s, 1H), 3.28 (d, 3 = 
6.4 Hz, 1 H), 3.64 (m, 16 H), 3.72 (t, 3 = 6.8 Hz, 2 H), 3.80 (s, 3 H), 3.92 (m, 

4 H), 4.03 (br s, 1 H), 4.15 (dd, J = 2.0, 6.4 Hz, 1 H), 4.29 (d, J = 8.0 Hz, 1 
H), 4.42 (d, J = 8.4 Hz, 1 H), 4.75 (m, 2 H), 4.90 (d, 3 = 8.0 Hz, 1 H), 5.28 ( 

s, 1 H), 5.33 (br d, 3 = 8.0 Hz, 1 H), 5.46 (dd, 3 = 7.2, 10.8 Hz, 1 H), 5.64 (d 
, 3 = 6.4 Hz, 1 H), 6.14 (t, J = 8.4 Hz 1 H), 6.94 (d, 3 = 8.8 Hz, 1 H), 7.06 (d 
d, ] = 3.2, 8.8 Hz, 1 H), 7.29 (d, 3 = 3.2 Hz, 1 H); m/z LC/MS, Q 5 H„ 1 N0 2 1 S 2 Na* : 

ft#ffl: 1178.47; ^rfKitll78.38 0 

[ 0 0 8 4 ] 

*-9-><&tt#tt-I|ntfT$o fc-IDgTNi, yf^e'JvJVS*. Carlsson et alt J: 



C26) 
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[0 0 8 5 3 

mfc - SS- PEGfb 9 * V- V m&ft<D S it 

fcvft> Jft-B4, MY9, ffi-EGFP 4:7** -££0^901, f/;ii^77^>f^ » 
fcfE«3;fc-Cv>*»»jKLT, SPDP4fcttSPPSrfflv>TS14$**o 1 StfcdHHSS *> fc¥ 
iDTl ~ 1 Ofi^fflcovf-^t: 'J i? fr&iMXIrZo 
[ 0 0 8 6 ] 

1 nM EDTA£-^|-f &pH 6.5C00.1 M'J 7 r-*£l mg/ml<7)#]f cr>-7 

e y ->* ;uS) 0 i tt* 7 5 ^* > h * o ^* e U y > oifetH £ 34 

3 nmK£^Tfr3feMfi-T^-*- U &2mWPi£%Tt h i i: *«*UW1-& 0 jftft-* 
* -9- Sephadex G-25*7A^ii1-^;WI®l'J: ^WML, ^MM^J:^ 

^ 275 mM<D$tmZmfctZ>Z.tK£i0$t<jE.-rz> o cio^ifcfcj: 19, jfiflcfr^ *> 
1 ~10®^^^^>^^Sv7;;V7^ K*£ injllSS tt4#£ 0 

[0 0 8 7 ] 

* H * x - 7- S £tf$ ft-t £ f - * - fctt PEGfb ? * V > <?>^ 

[0 0 8 8 ] 

ifi/ft- PEGfb * > w^ft«3KitC*liSM4) 

JK#, fiu-B4, MY9, irL-ECFV -fe 7° ^ — 33 <£ CFNSX)].,, $ &Z<7) 7 y 7*y V £ , SCjR 
[0 0 8 9 ] 

[ 0 0 9 0 ] 

*ifom a 

PEGfb * * * > O * <D t&CD 
- * ^j}? v -f ^ K 33 J: * f- )V 7 3 7 M U y > CDMAP)c7)#^ET "CN-tboc-L-7 7 - ><7) 

-?-co#cD^-0'ft&<7?^fflM^JHji^T-§-i ) (Blaett1er et al, 24 Biochemistry, 1517-15 
24 (1985), #S#ff=£4,542,225-§-, ^4,569,789f-i5 J 0 f ^4,764,368-f-) o 
[ 0 0 9 1 ] 

&£MKt8L1£i?%&o (Senter et al, 42 Photochemistry and Photobiology, 231-237 ( 
1985),*il#If^4 ) 625 ) 014-f-) 

^ 7f- ^ - W ft jEttilftaS 

±»Lfc75 7m--£3rPEGfb**^>*>^7°f- K^^-^-^^^^LTffll&^^J 



(27) 
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4t ttf&m?ji2ilfz(Jrouet et al, 79 Proc. Nat'l. Acad. Sci., 626-629 C1982)) 0 
75/I^t^^>t l-[3-(y7 f 5 7 Jt'd t' jV]-J-xf j^'y^ 5 K-HC 
1fi0«t 1 ftHr^JH^ffl Al a— Leu N Leu-Ala-4_eu£ {±Ala-Leuco — ? £ 

y * msm&n k „ 

[0 0 9 2 ] 

im:^f|l,l^M4lti4o (MxJfx Aboud-Pirak et al, 38 Biochem. 
Pharmacol., 641-648 (1989), Laguzza et al, 32 3. Med. Chem. , 549-555 (1989)#BS) 

[0 0 9 3 ] 

[HI] El 111, *mftft&6,m,701^to£V*S6,372J3&%\lUm$tir\,*&£Vf&j) 
[H2] H2(i, «0J^*°ij jcf-^yy-'v) 3- *^>^&otf>£©fl|i&£^-r 

[H3] B3I1, *l&^^+^>*SI$l1-&fci&Otfill«jg^*aiO-7'T"fcf-JW'f* 
^vlIIOfl*iii3j:a f S**7>f rvm&z&i-o 

[14] B9 4tiU *HWo#'J a.f-v>$nj a- frtt <om$k<oittbv>&titz* 
[0 5] I5li, *ftW©#y^^u^^V a-/i''£#**-fr>'©m»©fc*$>#jft;** 

cm 6 ] met*, *»wo# | Jif-u>^ , j3-/i'**^* , 9->oiift©fc»0'e'*^* 

[HI 7 ] H.7HU *»lflO#'Jifl/>^'J 3^^*^^-9->OPftOfc*0#JjE^* 

-a 

[1219] m9lt, *ftWo#'Jifl/V^iJ 3-^*^*"9->©>f >tf M3*|||&#te* 
[BIO] HlOWt, *ft^#'Jifl/>^'J a-*** >lf hn« 

[Hi 1] [Hi l^^.^Kw^Uxf-i/V^Jjn^^-g-^r^^^vw^^tfhnifflflfcft 
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(74)ttSA 100108899 

#g± m it 

fey 7^0246 1, 9 'J- h 1 

7 4 

'J^SivtJ'i- fe-^MO 2 1 44, W-tMk f7-y>-D-K 9 7, t>M 

- 1 

F*-A(##) 4C076 M95 CQ2 CC27 CC29 CC30 CC41 EE23 EE59 

4C0S6 M01 M02 AA03 BA02 W\01 M\04 NA13 NA15 ZB26 
43005 M03 BD05 
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[f&frH] ^18^2^ 90 (2006.2.9) 

#^2O05-533026(P2005-533026A) 

[&£B] 17#11£ 4 HC2005.11. 4) 

[%M^m • 2005^)43 

[ttSIl^] #S2O04-5O5358(P2OO4-505358) 

A 6 1 K 47/48 (2006.01) 

A 6 1 K 31/337 (2006.01) 

A 6 1 P 35/00 (2006.01) 

A 6 1 P 43/00 (2006.01) 

C 0 8 G 65/333 (2006.01) 
[F I] 

A 6 1 K 47/48 

A 6 1 K 31/337 

A 6 1 P 35/00 

A 6 1 P 43/00 l 2 3 

C 0 8 G 65/333 



miHB] ¥ EE 17# 12^ 12 H (2005.12.12) 

[^mt§m i ] 

mm i ] 

C-7ffi£fcJ±C- 1 O&KtfV^lsyyi) =t-frttm%m%<£tr?*4i->o 
[1$|2] 

[»3fcfi3] 

[ft<fcjg 5 3 
[1*16] 

-CCRi , Rl 4 ), (CH, )„ (CR X )i (0CH 2 CH, )„ OCCR, 3 R, 4 ), (CH 2 )„ (CR, 3 R, 4 ), SZ, 
-C0CCR, jR,,), (CH 2 ). (CR, 3 R, 4 ), (OCH 2 CH 2 )„ 0(0?, 3 R, 4 ^ (CH 2 )„ (CR, , R, 4 ), SZ, 
-GOM^ 2 (CR X 3 R, (CH 2 )„ (CR, 3 R, 4 ), (0CH 2 CH 2 ) n 0(CR 1 3 R 14 ) 1 (CH 2 ). (CR X 3 R 14 ) 1 SZ, 
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-CCR, , K 4 ), (CH, ). (CR 3 3 R, 4 ), (OCH, CH, ) n OOXCR, 3 R, 4 (CH, )„ (CR, 3 R l 4 SZ, 
-CCRi , Rx 4 ) n (CH, )„ (CR, , R, 4 X (0CH 2 CH, )„ NR, 2 GOCCR, , R, , ), (CH 2 )„ (CR, 3 R, 4 ), SZ, 
-CCR, 3 R, 4 ), (CH, ). (CRj j R± 4 ), (OCH 2 CH, )„ OCONR, 2 (CR X 3 R, 4 ), CCH 2 ). (CR, 3 R, 4 ) n SZ, 
-COCCR, 3 R, 4 \ (CH 2 )„ (CR, 3 R, 4 ), (OCH, CH, ) n OCOCCR, , R, 4 ), (CH 2 )„ (CR, , R, 4 \ SZ, 
-COCCR, , R, 4 ) n (CH 2 )„ (CR, , R 1 4 ) n (OCH 2 CH 2 )„ NR, 2 COCCR, 3 Ri 4 }, (CH 2 )„ (CRj 3 Rj 4 ) n SZ, 
-COCCR, } R l4 ) 1 CCH 2 )„ (CR, , R 1 4 ^ (OCH 2 CH 2 ) n OCONR, , (CR, 3 R, 4 ), (CH, )„ (CR, , R, 4 ), SZ, 
-CDNRi 2 (CR X 3 Ri 4 ) n (CH 2 )„ (CR, , R, « ), COCH 2 CH 2 ) n OCOCCR, , R, 4 ), (CH, )„ (CR, , R, 4 ), SZ, 
-CONR, 2 (CR, 3 R, 4 ), (CH 2 )„ (CR, 3 R 14 ), (OCH 2 CH 2 )„ NR, 2 GOCCR, 3 R x 4 ), (CH 2 ). (CR, 3 R x , ) n SZ 

-CONR, 2 (CR, 3 R, 4 ) 1 (CH 2 )„ (CR, , R, 4 ), (OCH 2 CH 2 )„ OCONR, 2 (CR, 3 R 1 4 \ (CH 2 ) m (CR, 3 R, 4 \ SZ 

-GO-* )V * 1; y -X(OCH 2 CH 2 ) n SZ, -CO-tf ^ 7 v 7 -X(OCH 2 CH 2 )„ SZ, -CO-kf ^ 1; v J -X(0 
CH 2 CH,) n SZ, ^J:y f -CO-W-p{f-;i/t:^'J->V-X(0CH 2 CH 2 ) n SZ % (j£tK ZfiHifcfiSRT?* 
»K Xf± 1 ~ 1 0{S<^lfJf^£^1-& / «7;l^^3: fctt#ttJR7/U*>l/-e*»J , Rjsj: 

t^,#HC*4fcHt|W:!}*-LT 1 ~ 1 0«o^||J!(^£^1-&«7^*jk 
7;v*jK> L< liSU^**^* fcii 1 - 1 o-!S^^JS^S:^ri-&J^-t L < M&7 

ft«7;^;^L<ii|ft7JK^, ifctt7y-/u*£u itto&LOii - 1 0^ 

S^T'*l9, mfil-1 0OfiHR-C*»?, ^LTnfjt 2- 1 0 0 0 "C*& o ) T&S 0 

SO): 
Hb 1 ] 




-CCRi , Ri 4 )i (CH, )„ (CR, 3 R, 4 ) n (OCH 2 CH, )„ 0(CR, 3 R 14 ) 1 (CH, )„ (CR, , R, , ) n SZ, 
-OOCCR, 3 R14 )i (CH, )„ (CR, 3 R, 4 ), (OCH, CH, ) n 0(CR, , R, 4 ), (CH, ). (0\ 3 R x , ) n SZ, 
-CONR t 2 (CR, 3 R, 4 ), (CH 2 ). (CR, 3 R, 4 ) 1 (OCH 2 CH, )„ 0(CR l 3 R, 4 ), (CH 2 ). (CR, 3 R, 4 ) n SZ, 
-CCRi , K 4 )i (CH, )„ (CR, 3 R, 4 ), (OCH, CH, ) n OCO(CR i 3 Rj 4 ) n (CH, )„ (CR, 3 R, 4 ) n SZ, 
-CCR, 3 Ri 4 ) n (CH, )„ (CRi j Rj 4 ), (OCH, CH, ) n NR. , CO(CR x 3 ^ 4 ) n (CH, ). (CR X 3 R, 4 ), SZ, 
-CCR. 3 Ri 4 )i (CH, )„ (CRj 3 R 1 4 )t (OCH, CH, ) n OCONRi , (CR 3 , R x 4 (CH, ), (C^ 3 R, 4 ) n SZ, 
-GOCCR, j Ri, )i (CH, ). (CR, 3 R, 4 (OCH, CH, )„ OCO^R, , R, A \ (CH, )„ (CR, 3 R, 4 ), SZ, 
-GOCCRi 3 Ri 4 ), (CH, ). (CR, 3 R x 4 ) n (OCH, CH, )„ NR X 2 CO^ 3 Rj 4 ), (CH 2 )„ (C^ 3 R, 4 ) n SZ, 
-CDCCR, } Ri 4 )i (CH 2 )„ (CR X 3 R, 4 ) 1 (OCH, CH, ) n OCONR, 2 (CR, 3 R, 4 ), (CH, )„ (CR, 3 R, 4 ) n SZ, 
-CONR, , (CR, 3 R, 4 ), (CH, ) ra (CR X } R, 4 \ (OCH, CH, ) n QOd^ , R, 4 ), (CH, )„ (CR, 3 R, 4 ), SZ, 
-CON^ 2 (CR 13 R 14 ) 1 (CH, ) ra (CR, 3 R. 4 ), (OCH, CH, )„ NR, , 3 R 1 4 (CH 2 )„ (CR, 3 R, 4 ), SZ 
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-CONi^ 2 (CR, 3 R, 4 ), (CH 2 ). (C^ , R, 4 ), (OCH 2 CH 2 ) n OODNR, 2 (CR, , R, 4 ), (CH 2 ). (CR, , R, 4 SZ 

-GO-t ;V * 'J y -X(OCH 2 CH 2 )„ SZ, -CO-k° ^r>V -X(0OH 2 CH 2 ) n SZ, -CO-tl° ^ ij ->V -X(0 
CH 2 CH 2 ) n SZ, is iUf-CO-N-^ t:^ 7 vV -XCOCH, CH 2 )„ SZ, ») (^+> ZfiHSfcti 

t»c7^^;i"tL<(±«T;v^^T^t), Sfciii- 1 0 m v> Sift fc? f> L 

<ttfft7y-;i/$fcl±£^jjt-C*»K ^LT^fijjnlTH-rfc a R, 3 js J: 

& L< tt^fe^7Ji/^r;nb L< ti3M*7JHr;w SfcliTU -/i>*£U 1 1* 0 L < 
1-10 15 , mfi 1 ~ 1 0 «9 . -e LTnfi 2 ~ 1 0 0 0 U „ R 3 

tt7'J-/K 0«<75« ^Sr^rl"*^, ^TOt fcttSSt^JV**-?* 

*K R, fi-occCH, ), & t< tt-QH ;t^>ij ; R, f±H-e&^, 1 ~ 1 o^JitftJ^^I- 
#ftt£> L< liSMfcx^r^fc t< lix- 7^1^*19, f 7t{i^-OJR 10 R ll ^ 
*;w^-h (it*, RiofcJrtfR^liligi^SfctimfctK H, 1 - 1 0 £<7>RSfJi^£ 

A (I) : 

Wt2] 




*k h, s^&gig, Sfcrts^^-g-cifciK Rj j±h, i~i o w^^? & 

iofcJ:a f Riilil^--£fcliJI'a:i!K H, 1 ~~ 1 om<o%m%.**G-t&m^ friffi., ttz 
\*mk7)i>* ;k $ tz it 1 - 1 0 **-ra#- 4) t < f±S&7 u - /u-c* a 

) 0#;w^- K-«, R,.i7 'J Sfctitl- 1 Ol@^^JS^«r*1-*H 

^ $fcnmft7fl<*}i<'?$>y), R4 tt-oc(CH i )iifctt-c;H,r*«9, ^ltr, 

-CCR| , Ri 4 )i (CH, )„ (CR, i R 1A \ (OCH 2 CH, )„ OCCR, , R, 4 ), (CH 2 )„ CCR, , R x , ) x SZ, 
-COCCR, j 4 )■) CCH 2 ) ra (CR, 3 R, 4 (OCH 2 CH 2 ) n 0(0^ 3 R, 4 ) n (CH 2 )„ (CR, , R, 4 ) n SZ, 
-CONRi 2 (C^ , R, 4 )t (CH 2 )„ (CR t 3 Ri 4 ), (OCH 2 CH 2 ) n 0^ , R, « ), (CH 2 )„ (CR X , R, 4 ) n SZ, 
-CCRi 3 Ri 4 ), (CH, )„ CCR X 3 Rl 4 ), (OCH 2 CH ) n OCOCCRj 3 R x 4 (CH 2 )„ QCR, , R x 4 ), SZ, 
-CCRx 3 Ri 4 )i (CH, )„ CCRi 3 R, 4 ), (OCH 2 CHj ) n NRj 2 CO(CRi 3 ^ 4 ), CCH 2 ) m CCR, s R, , ), SZ, 
"CCRi } R, 4 ), (CH, )„ CCRi 3 Ri 4 ), (0OH 2 CH, ) n OCONRi 2 CCR X , R, A ), CCH 2 ). CCRi 3 Ri 4 ) n SZ, 
-COCCRi 3 Ri 4 ), CCH 2 )„ CCRi 3 Ri 4 ), C0CH 2 CH 2 )„ OCOCCRi 3 Ri 4 ), CCH 2 )„ CCR X 3 R, 4 ), SZ, 



JP 2005-533026 A5 2006.2.9 



-COCCR, AJ, CCH 2 X (CRi 3 K 4 )i C0Qi 2 CH 2 ) n NR t 2 CjOCCR, , R, 4 ), (CH 2 )„ (CR, 3 R, 4 ), SZ, 
-COCCR.^.^CCH,^ (CR, ,1^(00^ ) n OCONR, 2 (CR, 3 R, 4 ), (OH, )„ (CR, , R l4 ), SZ„ 
-CONR, 2 (CRi 3 Ri 4 )i CCH 2 )„ (CR X 3 R, 4 ), (OOH 2 CH 2 ) n OCOCCR, (CH, )„ (CR, 3 R x J, SZ, 

-CONRi 2 (CR, 3 R, t \ (CH 2 ) m QCR, , ^ 4 ) n (OCH 2 CH 2 ) n NR, 2 00^ 3 R x 4 ), (CH 2 )„ CCR, 3 4 ) n SZ 

-CONR, 2 CCR, 3 Ri 4 (CH 2 ). (CR, 3 R 1 4 (OCH 2 CH 2 ) n OGONR 1 2 (CR, 3 R, 4 ), (OH 2 ) n (CR, 3 ^ 4 ) n SZ 

-CO-* JV * V J -X(OCH 2 CH 2 ) n SZ, -CO-t: -X(0CH 2 OH 2 ) n SZ, -CO-k: ^ i; v 7 -X(0 

OH 2 CH 2 ) n SZfeJ:O f -CO-N-^^^^^7->V-X(OCH 2 ai 2 ) n SZ N Z{iHf ?t{iSRT-$,^ 

. Xfi i ~ i 0^o^fiI^^^r1-^^T^^^4)L<{i^iftttT^^;vT'^^, RJsJ: 

L < li^tfcr^JK ^ 7t fi 1 ~ 1 OiO^g^^ttSf-feL < fitter 1 ; 
-^**v»|±^5S-c*t}, $ ^HR 12 (iHT^^^<h^T^, R 13 *J:y s R l 4 fil^D^f 

»48IM*7>U*n/-C*i3, fca^jiru mot tut 1 ~ 1 o ©Sft-efc 19 . m 

ttl-1 0O8Jfc-p**K ^LTn(±2~1000T*^^ o ) toft-Mfco 

R^H, F, N0 2 , CN, CI, CHF 2 , CF 3 , -OCH 3 , -OCH 2 CH, , -NRg R 7 , £ fi-OR,-?** x 
8**« 8 f tzlt 9 fcfS8<*Mk£-& 0 

1] 

R, #OMe, OEt, CI, F, N0 2 f fiCF 3 i , it^s 8 i tz li 9 masto-fb^,, 
[IStfll 2] 

Ra Rx "*«0Me-e* J? , L T R x " 8 * fctt 9 

1 3] 

RifcitfRi'TOC^i fcHftfclJ, H, F, N0 2 , CN, CHF 2 , CF 3 , -OC>U OCH 2 CH 3 
, -NRs R? , itz\t-OR,X-&V), + , Ri* i^Rrttrat^i fcfiUfc^ #*H, 1-1 

^^KlJI^^^I-^^-f fclitiT'J-^^ ^LTRBfil-1 OlSO^M^ 

[tt*« 1 4 ] 

Rs &£m 7 itmzfrttzitm**), h, s tzit 1 ~4i@w^jg^*^ri-s7 
mm 1 5 ] 

-NRA ^vVfJVT^y, yifJV7?A v7nt';V7^, ^:liy'yfJV7? 

imtm 1 6] 

R, ^*-CH 2 CHCCH, ) 2 t tz (i-CH=C(CH 3 ) 2 h , 8 i (i 9 ^|B«^<b^o 
IW<HM l 7 ] 

R, ^-OC(CH 3 ) 3 t tz {i-QH 5 -r* 4 > 8 4 tt 9 fcSE8«Mfrfr» 0 

[i*ai 8] 

R, ^% -OXH 3)> -CDCH 2 CH 3 feJ:a'-aXH 2 CH 2 CH J T^^, H*S8^fBa^k^4feo 

[n*ai 9] 

R 2 -^COCHj > "COCH 2 CH, *3 «t Ch'-COCH, CH, CH 3 T'ab ^> , Htftg 9 £ ISic^-fb^^lo 

[^^2 0] 

R, 4 ?t {i-CDNHCH 2 CHj , -00NHCH, CH 2 CH 3 , -GO-*;W*yy % -CO-tf^yvV, -CO 

-t: ^ 'J *J y$tz {i-CO-N-^ 7 vV -Cfc S ff$£ 8 ^IE®<7)^feo 

[ffi*«2 1] 



(5) 
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K 5&*H. * tz ti-CONHCHj CH, , -OONHO^ CH 2 CH 3 , -CO-* )V ^'Jy, -CO-t: ^ y ->V > -CO 
[SUSS 2 2] 

9 < - 7&f fcttC- 1 Ott^'Jxfl/^^'J 

[St#:fi2 4] 

s-c*4iwfia±t*&, m»2 2 niE«^au&««a«jo 

[»*S2 5] 

'PH<t t-ffiW^^^^^HStPT^igje^HJ: ^miS^J^^^^Tv^, ft 
[M*«2 6] 

— fe*^je14"C**, M^J12 5 Ufe«0*fflJa&#te#J«, 
[i&*«2 7] 

, M*3l2 2 fc!E«<9fflJ&#14£lo 
[gf*«2 8] 

^'Jif-^>^*JfeBS*^tft»^Tiai^4*P^f,S^$it&ll^2 2 icfE 

-CCRi , Ri 4 )i CCH ). (CRj 3 4 ), (OCH 2 CH, )„ 0(CR,. , R, 4 ), (CH 2 )„ (CR X } R, 4 ), SZ, 
-COCCRi , R, 4 ) n (CH, )„ (CR, 3 R 14 ) n (OCH, CH, ) n OCCR, 3 R 1 4 ), (CH, )„ (CR, , R, 4 ) n SZ, 
-CO^ , (CR, 3 \ 4 ), (CH, )„ (CR X , ^ 4 ), (OCH, CH, ) n OCCR, , R 1 4 ), (CH, ). (CR, , R, 4 >, SZ, 
"CCRi 3 Rx 4 )i CCH, )„ (CR t 3 R, 4 ) 1 (OCH : CH, )„ 000(0^ 3 R 1 4 ), (CH, )„ (CR, , R, 4 ) n SZ, 
-CCR, 3 Rl 4 )! CCH, )„ (CRj AJ, COCH, CH, ) n NR, 2 COCCR, , R, , ), (CH 2 )„ (CR X 3 R x 4 ), SZ, 
-CCR, 3 Rx 4 )i CCH, )„ (CR, 3 Rj^ )■, (OCH, CH, )„ OCON^ , (CR, 3 R l 4 ), (CH 2 ). (CR> , R, 4 >, SZ, 
-COCCR, 3 Rx 4 >, CCH 2 ) m (CR, 3 R x 4 )t COCH, CH, ) n OCOCCR, 3 R 14 ) 1 (CH, )„ (CR X , R, 4 ), SZ, 
-COCCR, 3 R, 4 ), (CH, ). (CR, 3 Rj 4 ) n (OCH, CH, )„ NR, , COCCR, , R x 4 ), (CH, )„ (CR, 3 R, 4 ), SZ V 
-GOCCRi 3 R, 4 ), (CH, )„ (CRj 3 Rj 4 ) 1 (OCH, CH 2 )„ OCON^ , (C^ , R x 4 ) n (CH, )„ (C^ 3 R l 4 ), SZ, 
-CON^ , (CRj 3 Ri 4 )-, (CH, )„ (CR, 3 R, 4 ), (OCH, CH, )„ OCOCCR, 3 R L 4 ), (CH, )„ (CR X 3 R, , ), SZ, 
-CONR, 2 CCRx , Ri 4 ), (CH, )„ (CR X 3 R, 4 ), (OCH 2 CH, ) n NRj^ , CO(CR x 3 R, 4 ), (CH, )„ (CR X , R 1 4 ) n SZ . 

-CONR, 2 (CRx 3 Ri 4 ) n (CH, ) ra (CR X 3 R, 4 ), (OCH 2 CH, ) n OCONR, , (CR X 3 R, 4 ) n (CH, ). (CR, , R l 4 ), SZ 

-CO-^ JV * 'J y -X(0CH 2 CH 2 )„ SZ, -CO- tT ^7-/V -X(OCH, CH, )„ SZ, -CO-t" ^ v y -X(0 
CHjCHXSZ, £ £ ^-CO-W-y f-;Vt s ^7->V-X(0CH,CH,) n SZ N Z|±HifcJ±SRT* 

-^f)L< H«^SR-C*i9, ^-LTRt^iS^KHrJbitfc^g, R 13 isi^Ri* t±l^ 

L<J±at^7JV#;w ttzitrv 19. ifi o^ fcfi 1 ~ 1 0 oJISfc-c* m 

fi 1 ~ 1 0 OJSSfc-C* «9 > nti 2 ~ 1 0 0 0 T** 0 ) T?**o 
[M*«2 9] 

ffl«^j7im# f tz mm- 7 y ?~ ^ y }• -X?& & % 2 2 HlB«^lffl«ttSiJo 



(6) 
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^ m*M2 2 Ktm<7)Mmm±M 0 

* y ^ n - ^ $ fz H * * y Tfc & , If * 2 2 Hffi® <7>ffl»ft#J 0 

[H*S3 2] 

[H*«3 4] 

jfflfl&g^#J* s -Y >^-7xU U>*#-f>. l£*3>, US?, 3D 

--fflJttH^ ifclih7>^7x'J>f44, M« 2 2 HfBSc^«#tt^iJo 
[»*S3 5] 

«*£l=^J^\ l^fiH?, IMttB?, JfiL^rt&ffcSE^ mWlfflKI 
[■*S3 6] 

(A) 4?fc< i &-o<7)**^><7)C-7 ffi4fc|iC-U0&H*v»T#Uxf-V>^y 3- 

cb) ttzimmi 
[m&% 3 7 ] 

3 8 ] 

£-C$*tt«±fc**, m«3 6 Jfififc&o 
[fii>f£j|| 3 9] 

[ft*3U 0] 

%mm%&&. assets, 3t*£5ett, -?7'f-^--t-^s^t4t ^(ix^r9--fe* 

[f&*«4 1] 

St*£3 6 tfe«W?&«tfflMifeo 
[»*S4 2] 

-CCRj , Rx 4 ), (CH, )„ CCR, , R, 4 ), (0CH 2 CH, )„ 0(CR x s R, 4 ), CCH 2 )„ (CR X } R 14 )■, SZ, 
-COCCR, , R, 4 \ (CH 2 ). (CR, , R, 4 (0CH 2 CH 2 ) n O(CR 1 3 R l 4 ) 7 (OH 2 ). (CRx 3 R x 4 X SZ N 
-CON^ 2 (CR, 5 R, 4 ), (CH 2 )„ (CR, , R, 4 ), (0CH 2 CH 2 ) n OCCR, , R, 4 (CH 2 )„ CCR, , R, 4 ) n SZ, 
-CCRj 3 Ri 4 )i (CH, )„ CCR, 3 R, 4 ), (0CH 2 CH, ) n 000(0^ 3 Rj 4 ) n (CH 2 )„ (CR, 3 R, 4 ) n SZ. 
-CCRx 3 Ri 4 )i CCH X CCR, } K 4 )i C0CH 2 CH, ) n NR, 2 O0CCR, , R, J, CCH 2 )„ CCR X 3 R, 4 SZ, 
-CCR, 3 Rx 4 )i CCH, )„ CCR X 3 R, 4 ) n (0CH 2 CH, ) n OCONRx 2 (CR, , R, 4 ), CCH 2 ). (CR, 3 K 4 ), SZ, 
-COCCR, , R, 4 ), (CH 2 )„ (CR, 3 R, 4 ) n (OCH 2 CH 2 ) n OCOCCRx 3 ^ 4 ), (CH 2 )„ (CR, s R, 4 ), SZ, 
-C0CCR, } R, 4 ) n (CH 2 )„ (CR, 3 R x 4 ), (OCH 2 CH 2 ) n NR, 2 COCCR, 3 R x 4 ), (CH 2 )„ (CR, , R, 4 ), SZ, 
-COCCRx 3 Rx 4 ) n (CH 2 )„ (CRx 3 Rx 4 ), (OCH 2 CH 2 ) n OCDNRx 2 CCRx 3 R t 4 ), (CH )„ (CR, 3 4 ), SZ, 



(7) 
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-CONR, 2 CCRijRi,), (CH 2 ) ra (CR X 3 R, 4 (0OH 2 CH 2 ) n OCOCCR, 3 R, 4 ), (CH, ) ra (CR, 3 R, t ), SZ, 
-CONRj 2 (CR, , R, J, CCH 2 ) ra (CR X 3 R, 4 ), (OCH 2 CH 2 ) n NR, 2 000^ 3 R, 4 ), (CH 2 ) 0 (CR X , ^ 4 ) n SZ 

-CONRi 2 (CRi 3 R 1 4 ) n CCH 2 ) ra (CR X l R lA ^ (OCH 2 CH 2 ) n OCDNR, 2 (CRj^ 3 R, 4 ), CCH 2 )„ (CR, 3 Ri 4 ), SZ 

-CO-* )V * ij / -X(OCH 2 CH 2 )„ SZ, -CO-tl ^r>V -X(OCH 2 CH 2 )„ SZ, -CO-fc° ^ 'J v 7 -X(0 
CH 2 OH 2 ) n SZ, jsXtf-CO-H-J f-;Hi^7vV-X(0CH 2 CH 2 ) n SZ ZfiHf £ }±SR-e& 

»K xiii~i oi^MS? ^tti>^T;K;H fciiMttrjv^ jvt^ !) , R£± 

L< filler tfcfi 1 ~ l O-O^^t^^^t^^-^ L < {it&7<; 

-/H) L< imMXT&lQ, *LXR 12 iiZt>KHX~$)&Z.tib i X^, R 13 isJ:^ fil^ 

iHL< £fcH7U-Ji'T*»K Hi 0££Jil~l O^lt^t), m 

0 ^>»ftT* IJ , n{±2~l 0 0 OTMo ) -C4>So 
[H#>14 3] 

«uae^j* s fiL#$ tzmmv??* y k*i>i» ( h^ji 3 6 1 tz\± 3 7 Ktmvftm 

, flt#il3 6, 3 7 . 3 8 * tz&A 2 Ktm<vtemmm$L%!)o 
[H#UU 5] 

ty^D-^ftfliifcii^^^fii, t$S3 6, 37, 3 8 i ii 4 2 Kfafltote 

[®*S4 6] 

ffll&iKf^#j3{) s cD3^i:j^jc#s«^ie^i-*, tt*S4 5 cieicofeifflii^o 

[fS*«4 7] 
[ft*H4 8] 

jWia*f'&#J*W^-7in>, y^**^^, *fl/*>\ tr?5>> MHd\ an 
--*0i»H^ ifcin?^7i';vp*4, R$S3 6, 3 7 , 3 8 ifc«t4 2fcffi 

[tt$S4 9] 

Kny>, 7>Kny>«fift, 4fcli**-e*>*, It*«3 6, 3 7 , 3 8 * at *i 4 2 
[St*il5 0] 

2 2 - 3 5 ^^TtL^^IE«<^|fflia#tt^J<7)»#tt*^^WIfflm^«-r^a 
Mia $ fi|&©£® 3 3 tiTt fflM El «: TEfcfc 3 #fc> 



